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OVERSIGHT OF NIH AND FDA: BIOETHICS 
AND THE ADEQUACY OF INFORMED CONSENT 


THURSDAY, MAY 8, 1997 

House of Representatives, 

Subcommittee on Human Resources, 
Committee on Government Reform and Oversight, 

Washington, DC. 

The subcommittee met, pursuant to notice, at 10:05 a.m., in room 
2247, Rayburn House Office Building, Hon. Christopher Shays 
(chairman of the subcommittee) presiding. 

Present: Representatives Shays, Snowbarger, Pappas, Towns, 
and Kucinich. 

Staff present: Lawrence J. Halloran, staff director and counsel; 
Anne Marie Finley, professional staff member; R. Jared Carpenter, 
clerk; and Cherri Branson, minority counsel. 

Mr. Shays. I call this hearing to order. Next week the President 
will formally apologize to the survivors of the 40-year Tuskegee ex- 
periment, a federally funded study in which black men were al- 
lowed to suffer and die of a curable disease — syphilis — in the name 
of scientific research. Last week, this subcommittee heard testi- 
mony from Gulf war veterans ordered to take a potentially toxic 
drug for an experimental use without being informed of any pos- 
sible side effects. 

The road from Tuskegee to Baghdad is lined with other land- 
marks of scientific arrogance and human tragedy. Thalidomide, ra- 
diation experiments, the EZ measles vaccine trials — those notorious 
lapses in the protection of human research subjects and the com- 
plex ethical implications of emerging biomedical issues like cloning, 
gene therapies, and AIDS vaccine trials compel us to ask: How ef- 
fective are current mechanisms to review ethical issues and detect 
violations of informed consent requirements? 

What needs to be done so patient protections keep pace with sci- 
entific advances? Do we need a permanent national panel to serve 
as the arbiter of biomedical ethics issues? Physicians have a moral 
duty to inform human research subjects of the foreseeable risks of 
participation, and a duty to minimize those risks. The discipline of 
bioethics has evolved from the Hippocratic oath to the Nuremberg 
Code to current national and international standards to protect the 
health and human dignity of all who submit themselves to help ad- 
vance scientific knowledge. 

But the current system of bioethics review appears to be showing 
signs of age and disrepair. Multiple layers of review and enforce- 
ment provide a false sense of security that difficult issues are being 
confronted. The regulatory scheme lacks specific provisions to pro- 
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tect mentally ill, drug addicted and cognitively impaired persons 
involved in biomedical research. Local institutional review boards — 
the IRBs — considered the cornerstone of the entire bioethics review 
structure, are often hard-pressed to monitor research protocols and 
informed consent procedures on an ongoing basis. 

By one recent estimate, more than half the federally funded re- 
search projects inspected by the FDA between 1977 and 1995 failed 
in some way to inform research subjects fully of the experimental 
nature of the medical procedure. Multi-site research studies further 
challenge the capacity of local IRBs to control the research nomi- 
nally under their purview. The National Institutes of Health — 
NIH — are charged with the potentially conflicting duties to fund re- 
search, conduct research, and enforce bioethics regulations. As a re- 
sult, the NIH Office of Protection for Research Risks — the OPRR — 
faces both institutional barriers and logistic obstacles in attempting 
to police thousands of research projects. 

The third leg of what is supposed to be the national bioethics 
triad doesn’t even exist. Department of Health and Human Serv- 
ices — HHS — regulations call for a permanent ethics advisory 
board — the EAB — to advise the Secretary of bioethics issues. The 
EAB has been without members since 1979, supplanted by a series 
of temporary commissions to study particular bioethics problems. 
The latest, the National Bioethics Advisory Commission — the 
NBAC — was directed in 1995 to make their first priority protection 
of the rights and welfare of human research subjects. Only recently 
staffed, the commission has now been directed by the President to 
focus their attention on cloning, and will not review ethical issues 
arising from specific research projects. 

Given these constraints, can the NBAC function in the role envi- 
sioned by the permanent Ethics Advisory Board? The weakness of 
the current system became more apparent recently when the NIH 
had to convene an ad hoc panel to review serious ethical questions 
presented by a proposed randomized needle exchange study in 
Alaska. Intravenous drug users are at high risk of contracting hep- 
atitis and AIDS. For some, participation in the study to increase 
the avoidable risk of getting hepatitis B, for which there is an effec- 
tive vaccine. A series of reviews by the local IRB and NIH failed 
to correct that ethical deficiency or detect flaws in the proposed in- 
formed consent materials. 

This self-policing, self-validating, and in some ways self-satisfied 
system of bioethics review and enforcement may be vulnerable to 
institutional pressures to conform and to cronyism. Missing are the 
periodic evaluations and external oversight needed to maintain a 
rigorous bioethical review system. We begin our part of that exter- 
nal oversight today. And we look to our witnesses for suggestions 
to improve patient protections and informed consent procedures. At 
this time I would recognize the ranking member and an equal part- 
ner in this effort, Mr. Towns. 

[The prepared statement of Hon. Christopher Shays follows:] 
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Statement of Rep. Christopher Shays 
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Next week the President will formally apologia to the survivors of the 40-year Tuskegee 
Experiment, a federally funded study in which black men were allowed to suffer and die of a 
curable disease - syphilis - in the name of scientific research. Last week, this subcommittee 
heard testimony from Gulf War veterans ordered to take a potentially toxic drug for an 
experimental use without being informed of any possible side effects. The road from Tuskegee 
to Baghdad is lined with other landmarks of scientific arrogance and human tragedy — 
thalidomide, radiation experiments, the EZ measles vaccine trials. 

Those notorious lapses in the protection of human research subjects, and the complex 
ethical implications of emerging biomedical issues like cloning, gene therapies and AIDS 
vaccine trials, compel us to ask; 

• How effective are current mechanisms to review ethical issues and detect violations of 
informed consent requirements? 

• What needs to be done so patient protections keep pace with scientific advances? 

• Do we need a permanent national panel to serve as the arbiter of biomedical ethics issues? 

Physicians have a moral duty to inform human research subjects of the foreseeable risks 
of participation, and a duty to minimize those risks. The discipline of bioethics has evolved from 
the Hippocratic Oath, to the Nuremburg Code, to current national and international standards to 
protect the health and human dignity of all who submit themselves to help advance scientific 
knowledge. 
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But the current system of bioethical review appears to be showing signs of age and 
disrepair. Multiple layers of review and enforcement provide a false sense of security that 
difficult issues are being confronted. The regulatory scheme lacks specific provisions to protect 
mentally ill, drug addicted and cognitively impaired persons involved in biomedical research. 

Local Institutional Review Boards (IRBs), considered the cornerstone of the entire 
bioethics review structure, are ofren hard-pressed to monitor research protocols and informed 
consent procedures on an ongoing basis. By one recent estimate, more than half the federally 
funded research projects inspected by the FDA between 1977 and 1995 failed in some way to 
inform research subjects fully of the experimental nature of the medical procedure. Multi-site 
research studies further challenge the capacity of local IRBs to control the research nominally 
under their purview. 

The National Institutes of Health (NIH) are charged with the potentially conflicting duties 
to fund research, conduct research and enforce bioethics regulations. As a result, the NTH Office 
for Protection from Research Risks (OPRR) faces both institutional barriers and logistical 
obstacles in attempting to police thousands of researeh ^Mojects. 

The third leg of vriiat is supposed to be tl^ national bioethics triad doesn’t even exist. 
Department of Health and Human Services (HHS) regulations call for a permanent Ethics 
Advisory Board (EAB) to advise the Secretary on bioethics issues. The EAB has been without 
members since 1979, supplanted by series of temporary commissions to study particular 
bioethical problems. 

The latest, the National Bioethics Advisory Commission (NBAC), was directed in 1995 
to make their first priority protection of the rights and welfare of human research subjects. Only 
recently staffed, the Commission has now been directed by the President to focus their attention 
on cloning, and will not review ethical issues arising from specific research projects. 

Given these constraints, can the NBAC function in the role envisioned for the permanent 
Ethics Advisory Board? 

The weakness of the current system became more apparent recently when the NIH had to 
convene an ad hoc panel to review serious ethical questions presented by a proposed randomized 
needle exchange study in Alaska. Intravenous drug users are at high risk of contracting hepatitis 
and AIDS. 
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For some, participation in the study could increase the avoidable risk of getting hepatitis 
B, for which there is an ef^tive A series of reviews by tte local IRB and NIH fail^ to 

correct diat ethical deficiency or detect flaws in the proposed infonned ctmsent materials. 

This self-policing, self-vdidating and in some ways self-satisfied system of bioethical 
review and imforcement may be vulnerable to isstitutiona] pre^aires to cxjnform and to cmnyism. 
Missii^ are the periodic e\^uatioi» and external oversi^t needed to maintain a rigorous 
bioethical review ^stem. 

We begin our part of that eTctemai ov^ight today, and we look to our witi^sses for 
suggestions to imi^ve i^ent protections and informed consoit procteduies. 

Welcome. 
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Mr. Towns. Thank you very much, Mr. Chairman. African-Amer- 
icans have had a long and unhappy history of involuntary partici- 
pation in medical studies. From 1932 to 1972, U.S. Public Health 
Service embarked on a 40-year study of African-American men who 
had contracted syphilis. Known as the Tuskegee Study, the Gov- 
ernment agency withheld treatment and administration of a cure 
in order to study the effects of the disease on the black male. In 
the 1950’s, a University of Cincinnati Medical Center exposed 82 
charity ward patients to 10 times the amount of radiation that was 
known to be safe at the time. 

In this study on the effects of full body radiation, three-quarters 
of the patients in the study were low income black men and 
women. Their consent signatures had been forged. During the 
1970’s, one group of parents in Baltimore thought they were enroll- 
ing their boys in a free child program at John Hopkins University. 
During the course of these 3 years, NIH-funded study of 7,000 
boys, over 90 percent African-American, had their blood drawn. 
This blood was subjected to genetic testing without the knowledge 
or consent of any of the parents. 

This long and troubling history has made the African-American 
community extremely leery of medical research, and let me also 
add, the medical community. Although representing about 15 per- 
cent of the general population, they account for only about 2 to 4 
percent of volunteers in cancer prevention trials. For instance, 
overall, African-Americans have lower cancer survival rates than 
whites. However, blacks who participate in clinical trials have sur- 
vival rates equal to those of whites. 

In some instances, this unwillingness to participate in trials may 
hamper later treatment. There is a lot of evidence that racial mi- 
norities and other vulnerable groups have been exploited doing 
medical research. I believe it is the powerlessness of these groups 
which make them targets for medical exploitation. Surely we can- 
not allow some members of this society to be sacrificed for the 
health and well-being of others. 

On the other hand, there’s evidence that research improves the 
overall health of the population. We must strike the right balance 
and ensure that any opportunity for exploitation is eliminated. 
Current Federal guidelines require the inclusion of women and mi- 
norities in clinical research to ensure that biomedical and behavior 
research findings are applicable to all populations. Therefore, the 
HHS, CDC, NIH, and FDA must ensure active recruitment of vol- 
unteers in minority communities. 

However, the Federal Government must also ensure that re- 
searchers and research facilities fairly represent the American peo- 
ple. Federal reviewers and local review boards should become sus- 
picious when minorities seem to be purposely excluded or seem to 
be the exclusive subjects. We may be able to accomplish these mod- 
est goals by enacting additional safeguards to protect the rights of 
the patient. We may need to expand the membership on the insti- 
tutional review boards, provide additional advocates for patients, 
include greater participation by those not associated with the re- 
search facilities and provide a Federal ombudsman specifically to 
receive questions or complaints of study participants. 
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I hope that this hearing does not advocate eliminating Federal 
research support or placing regulatory restrictions on the receipt of 
Government funding for research that few institutions are ahle to 
meet. I don’t want to see that happen. I hope that we can use this 
opportunity today to build on the existing framework of the Federal 
regulations to improve our system for the benefit of all future pa- 
tients and study participants. That’s what I hope to accomplish. 
Mr. Chairman, thank you for raising this important issue — and it 
is important. I look forward to working with you on this issue and 
hearing the testimony of today’s witnesses, to determine in terms 
of what we can do to correct the wrongs and to try to move forward 
by making them right. Thank you so much. 

Mr. Shays. I thank the gentleman. At this time the Chair recog- 
nizes Mr. Pappas, Congressman Pappas from New Jersey. 

Mr. Pappas. Thank you, Mr. Chairman. I want to thank you for 
calling this hearing and focusing on an issue that I think more and 
more Americans are becoming concerned about. The examples that 
both you and the ranking member, Mr. Towns, mentioned both 
about the Tuskegee experiment as well as that which some of our 
Persian Gulf war veterans may have experienced. I’ll just point out 
that the ends do not always justify the means. And there are many 
people in our country that have a great deal of concern that in 
folks’ overzealousness and excitement with regard to the advances 
that are being made in research that people could not necessarily 
just be helped by some of the research and advances that are tak- 
ing place. So I welcome the opportunity to hear from the panelists 
here today. Thank you. 

Mr. Shays. I thank the gentleman. Congressman Kucinich of 
Ohio. 

Mr. Kucinich. Thank you very much, Mr. Chairman and mem- 
bers of the committee. I want to thank the Chair for holding a 
hearing on this subject, join with Mr. Pappas’ comments, and also 
express my concern with my good friend Congressman Towns about 
the way in which minorities are treated on issues like this. The 
central concern of my constituents is, can public trust and con- 
fidence be maintained in such programs? We’re concerned about 
how risks are identified and how they’re communicated to human 
subjects. All of us clearly understand that medical technology and 
research is part of the unfolding of the possibilities for improved 
public health. 

But we also know that we have a moral and ethical responsibility 
to see to it that anyone participating in any type of experiment re- 
ceives the information that they need so that they know what the 
risks are and that they know what their rights are. There are eth- 
ical issues that we’ll be reviewing today. And we want to see the 
extent to which violations of informed consent requirements, 
whether those requirements were ethical, or in fact rules and regu- 
lations may have been violated. It’s very clear this is an area of 
public policy that the Federal Government needs to step up to. 

A few years ago we had a couple of laws which regulated bio- 
ethics. The National Commission for the Protection of Human Sub- 
jects of Biomedical Research and also the President’s Commission 
for the Study of Ethical Providence in Medicine and Biomedical 
and Behavioral Research were established. Neither are in existence 
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today. And with the exception of the common rule, which only ap- 
plies to Federal agency, there’s no provision of U.S. law explicitly 
requiring informed consent and independent review of research in- 
volving human subjects. 

As we review the biomedical ethics questions here today I am 
confident that this committee with the cooperation of those who 
will be testifying will be able to lead the way to establishing some 
new standards which will derive from ethical considerations. And 
I’m very grateful, Mr. Chairman, that you have chosen this mo- 
ment to bring this issue to the forefront. 

Mr. Shays. I thank the gentleman. And we are joined by the 
vice-chairman of the subcommittee, Mr. Snowbarger, who is from 
Kansas and would just as soon we get on with the hearing. So 
we’re going to do what we do at all our hearings. We swear in our 
witnesses, including any Member of Congress, who come and tes- 
tify. So if you would stand and raise your right hands, we’ll swear 
you in. 

[Witnesses sworn.] 

Mr. Shays. Thank you. Note for the record that our witnesses 
have responded in the affirmative. And I will tell you who our wit- 
nesses are for the record. We have Dr. William Raub, acting execu- 
tive director. National Bioethics Advisory Committee and Deputy 
Assistant Secretary, Department of Health and Human Services. 
We have Dr. David Satcher, Director, Center for Disease Control 
and Prevention. We have Dr. Harold Varmus, who is Director, Na- 
tional Institutes of Health. And we have Mary Pendergast, who is 
Deputy Commissioner, Food and Drug Administration. 

I would prefer that we go in the order that I mentioned our wit- 
nesses: Dr. Raub, Dr. Satcher, then Dr. Varmus, and then Ms. 
Pendergast. We’ll go in that order. And we don’t have our tradi- 
tional clock. We have asked that you speak for about 5 minutes. 
But we do recognize that this is a very important subject. And we 
do want your testimony on the record. 

We will just deal with two housekeeping issues and ask unani- 
mous consent that the members of the subcommittee be permitted 
to place any opening statement in the record and that the record 
remain open for 3 days for that purpose. And without objection, so 
ordered. I also ask unanimous consent that all witnesses be per- 
mitted to include their written statements in the record. And with- 
out objection, so ordered. 

Your testimony is important. And we want to make sure that we 
cover it. So if you go over, a little over the 5 minutes, we recognize, 
because this is a very important subject. I just say for the four wit- 
nesses that will be following, we’re happy to have you listen to 
some of the questions that are asked of the first panel and include 
them in your opening statements as well. So if you want to just 
make some notes and so on, that’s fine as well. So we’ll start with 
you. Dr. Raub, and welcome. 

Mr. Raub. Thank you, Mr. Chairman. 

Mr. Shays. Maybe since you haven’t started it would make sense 
for us to vote and then come back. And then we won’t have the 
interruption. And I might say if we have any students here, we will 
allow students to sit in those first three seats there to give a little 
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more room. So we’ll be back. We stand at recess. And we will 
hustle. 

[Recess.] 

Mr. Shays. I feel I have tremendous power with this. What I’d 
like to do, I understand that some of our witnesses have others 
who have accompanied them who might assist them in responding 
to questioning, which we actually would want to encourage. But we 
do need to swear them in. So if any of you have someone you would 
like to respond to a question, I think it would be good to take care 

of that now. So do any of you have a witness that might 

Mr. Raub. Yes, we do. 

Mr. Shays. Would you identify who they might be? They can just 
stand where they are for now. Here’s what we’re going to have to 
do. We will swear all of you in. And then if you do testify for the 
recorder, we’ll then ask you to give your name then. Let’s do it that 
way. And I’ll try to remember faces. 

[Witnesses sworn.] 

Mr. Shays. Thank you very much. I really appreciate your co- 
operation in this regard. And then if you testify, if you would be 
prepared just to leave your full name and title for our recorder so 
he makes sure that he has it. Dr. Raub, we welcome your testi- 
mony and you’re on. 

STATEMENTS OF WILLIAM RAUB, DEPUTY ASSISTANT SEC- 
RETARY FOR SCIENCE POLICY, DEPARTMENT OF HEALTH 
AND HUMAN SERVICES; DAVID SATCHER, CENTERS FOR DIS- 
EASE CONTROL AND PREVENTION; HAROLD VARMUS, DI- 
RECTOR, NATIONAL INSTITUTES OF HEALTH; AND MARY 
PENDERGAST, DEPUTY COMMISSIONER, FOOD AND DRUG 
ADMINISTRATION 

Mr. Raub. Thank you, Mr. Chairman, and good morning. 

Mr. Shays. Good morning. 

Mr. Raub. I’m the Deputy Assistant Secretary for Science Policy 
within the Office of the Assistant Secretary for Planning and Eval- 
uation in the Department of Health and Human Services. I also 
serve as the acting executive director of the National Bioethics Ad- 
visory Commission, heretofore labeled as NBAC, pending comple- 
tion of recruitment for that position. I appreciate this opportunity 
to present background information on NBAC and to describe its 
current activities. 

President Clinton established NBAC by Executive order dated 
October 3, 1995. The order describes that function as follows: 

(a) NBAC shall provide advice and make recommendations to the National 
Science and Technology Council and to other appropriate government entities re- 
garding the following matters: 

(1) the appropriateness of departmental, agency or other governmental programs, 
policies, assi^ments, missions, guidelines, and regulations as they relate to bioeth- 
ical issues arising from research on human biology and behavior; and 

(2) applications, including the clinical applications of that research. 

(b) NBAC shall identify broad principles to govern the ethical conduct of research, 
citing specific projects only as illustrations for such principles. 

(c) NBAC shall not be responsible for the review and approval of specific projects. 

(d) In addition to responding to requests for advice and recommendations from the 
National Science and Technology Council, NBAC also may accept suggestions of 
issues for consideration from both the Congress and the public. NBAC also may 
identify other bioethical issues for the purpose of providing advice and recommenda- 
tions, subject to the approval of the National Science and Technology Council. 
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The order also indicates that NBAC will terminate on October 3, 
1997 unless extended prior to that date. 

The Assistant to the President for Science and Technology issued 
the charter for NBAC in July 1996. In describing the functions of 
NBAC the charter indicates the following: 

As a first priority, the Commission will direct its attention to consideration of: 

A. Protection of the rights and welfare of human research subjects; and 

B. Issues in the management and use of genetic information including but not 
limited to human gene patenting. 

Also in July 1996, the President appointed the members of 
NBAC. The chairman is Harold T. Shapiro, Ph.D., president of 
Princeton University. 

NBAC held its first meeting on October 4, 1996. Following a se- 
ries of background presentations and a general discussion of the 
President’s charge to NBAC, Chairman Shapiro elected to create 
two subcommittees. The human subjects subcommittee, chaired by 
James Childress, Ph.D., of the University of Virginia, has the re- 
sponsibility for examining the current system of protections for 
human research subjects with emphasis on determining whether 
research sponsors and performers are adhering to the so-called 
“common rule” — that is, a set of essentially identical regulations 
issued simultaneously by 16 agencies of the Federal Government 
on July 18, 1991 — and whether the rule itself is adequate to assess 
the ethical issues associated with current and future research en- 
deavors. The genetics subcommittee chaired by Thomas H. Murray, 
Ph.D., of Case Western Reserve University has responsibility for 
examining the management and use of genetic information with 
emphasis on the bioethical issues associated with the use of human 
tissue samples in genetics research. 

Each of the two subcommittees has held a series of meetings to- 
ward fulfillment of their respective tasks. They have identified in- 
formation needs, discussed alternative strategies for meeting them, 
and set priorities for followup efforts by individual commissioners 
and/or NBAC staff. For example, as both subcommittees identify 
leading experts from relevant disciplines from whom they wish to 
receive oral and/or written testimony, NBAC staff make the req- 
uisite contractual and logistical arrangements. 

In addition, with respect to the assessment of the common rule, 
a DHHS staff group, with guidance from the human subjects sub- 
committee, is gathering pertinent information from the partici- 
pating agencies so that the subcommittee and ultimately the full 
NBAC will have a strong data base and set of analyses to facilitate 
its assessment as to how well the system of protection for human 
research subjects is working. As I will describe in more detail in 
a few minutes. President Clinton’s request for a study of the legal 
and ethical issues associated with cloning technology added a sub- 
stantial task to NBAC’s agenda, one that demands and is receiving 
intensive effort from all the commissioners. 

This unforeseen development cause both subcommittees to refor- 
mulate their work plans for this year with the view to making 
them less labor- and time-intensive than they otherwise would 
have been. Nevertheless, both subcommittees are intent upon im- 
portant substantive contributions in their respective areas in a suf- 
ficiently timely manner so that by October 1997, the full NBAC can 



11 


report findings and recommendations regarding human subjects 
protection and genetic testing over and beyond whatever findings 
and recommendations it provides within the next few weeks with 
respect to cloning. 

NBAC’s operating priorities for this year changed abruptly in the 
wake of the press announcements on February 23, 1997, that sci- 
entists in Scotland had cloned a lamb from a single cell from the 
mammary tissue of a 6-year-old ewe. The scientists’ research report 
appeared in that week’s edition of the scientific journal Nature. On 
February 24, President Clinton sent a letter to NBAC Chairman 
Shapiro, requesting that the National Bioethics Advisory Commis- 
sion undertake a thorough review of the legal and ethical issues as- 
sociated with the use of this technology — namely, cloning — and re- 
port back to him within 90 days with recommendations on possible 
Federal actions to prevent its abuse. 

Further, on March 4, President Clinton issued to the heads of ex- 
ecutive departments and agencies a memorandum entitled, “Prohi- 
bition on Federal Funding for Cloning of Human Beings.” In that 
memorandum he mentioned his assignment to NBAC, noting that 
cloning technology offers the potential for enormous scientific 
breakthroughs that could offer benefits in such areas as medicine 
and agricultural while raising profound ethical issues, particularly 
with respect to its possible use to clone humans. 

Since February 25, NBAC has devoted an extraordinary effort to- 
ward fulfilling President Clinton’s request. The commissioners 
quickly developed a preliminary framework for the issues they 
wished to address and organized themselves into several informal 
working groups so that they initially could pursue various subsets 
of these issues in parallel. Then they identified within each issue 
area the specific topics for which they desired additional informa- 
tion, and they provided guidance to NBAC staff regarding leading 
experts in relevant scientific or professional disciplines who might 
be sources of or at least links to sources of such information. 

Using this guidance, NBAC staff contracted for a series of special 
analyses on a variety of topics including the state of the science re- 
lated to cloning, the current array of State and local level statutes 
that might affect cloning and/or cloning related research, and the 
historical experience with moratoria associated with other areas 
where rapid scientific advances raised major ethical issues — that is, 
fetal research, gene therapy, and recombinant DNA research. 

Further, NBAC staff invited experts in science, religion, ethics 
and other relevant subject matter areas to address the commission 
directly and participate in indepth discussions of critical issues. 
Moreover, NBAC staff made special efforts to accommodate within 
each meeting agenda those members of the public who requested 
an opportunity to address the commission. To date the full NBAC 
has held three meetings largely or wholly devoted to the cloning as- 
signment. 

Between meetings, the informal subgroups have pursued their 
respective assignments through special meetings, conference calls 
or e-mail exchanges, and the NBAC staff has maintained regular, 
often daily contact with Chairman Shapiro and the other commis- 
sioners in anticipation of their needs for assistance or in response 
to specific requests. The commissioners are optimistic that they can 
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produce a thorough, well reasoned report to President Clinton on 
or about the end of this month. 

The NBAC charter assigns to the Department of Health and 
Human Services the responsibility for providing management and 
administrative support services for NBAC. Secretary Shalala ini- 
tially delegated this responsibility to the Director, National Insti- 
tutes of Health, who redelegated it to the Director, Office for the 
Protection from Research Risks. The Director, OPRR established 
the NBAC office, recruited the initial complement of staff, and par- 
ticipated with them and Chairman Shapiro in planning and imple- 
mentation of the initial NBAC activities. 

During the fall 1996, the Director, NIH expressed concern that 
the organizational placement of the NBAC office could create the 
appearance of conflict of interest. That is, because NBAC inevitably 
will focus on many issues that fall within the purview of the OPRR, 
any NBAC assessments that relate to OPRR’s activities, whether 
favorable or otherwise, might lack credibility in the eyes of some 
observers. After weighing these concerns. Secretary Shalala, on No- 
vember 1, 1996, reassigned responsibility for NBAC management 
and administrative support to the Assistant Secretary for Health, 
who in turn requested that I provide day to day oversight of the 
NBAC staff in my capacity as his science advisor. 

Subsequently, I also assumed the role of acting executive direc- 
tor, pending the recruitment of an appropriately qualified indi- 
vidual to fill this position on a regular basis. And I arranged for 
a DHHS staff member thoroughly experienced in working with ad- 
visory commissions to serve as Acting Deputy Director. The De- 
partment recently published the vacancy announcement for the po- 
sition of NBAC executive director. The position is classified within 
the senior executive service, and, depending upon the qualifications 
of the individual selected, offers an annual salary in the range of 
$104,000 to $120,000 and possibility higher if the individual se- 
lected is a physician. 

We expect significant competition for this vacancy and look for- 
ward to receipt of applications by the deadline, June 4, 1997. The 
NBAC staff currently consists of eight full-time and four part-time 
individuals. As NBAC activities continue to evolve, future staffing 
needs will be assessed by the executive director in consultation 
with Chairman Shapiro and in context of available resources. 

The budget for NBAC this year is approximately $1.6 million. Al- 
most half of those funds — $760,000 — are being provided by agen- 
cies of the U.S. public health service, namely the NIH, the CDC, 
the FDA and the Agency for Health Care Policy and Research. The 
remainder of the funds — $850,000 — are being provided by six other 
departments or agencies, namely the Department of Defense, the 
Department of Veterans Affairs, the Department of Energy, the De- 
partment of Agriculture, the National Aeronautics and Space Ad- 
ministration, and the National Science Foundation. The Office of 
Science and Technology Policy within the executive office of the 
President was instrumental in facilitating the arrangements for 
joint funding of NBAC. 

Mr. Chairman, I know that I speak for my colleagues as well as 
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myself in saying that we are eager to facilitate the work of NBAC 
as best we can, and that we feel privileged to work with this capa- 
ble and dedicated group of commissioners. If you have questions I 
will be pleased to respond either now or for the record. 

[The prepared statement of Mr. Ranh follows:] 
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Good morning, Mr. Chairman. My name is William F. Raub. I am the Deputy Assistant 
Secretary for Science Policy within the Office of the Assistant Secretary for Planning and 
Evaluation, Department of Health and Human Services. I also am serving as the Acting 
Executive Director of the National Bioethics Advisory Commission (NBAC), pending 
completion of recruitment for that position. 1 appreciate this opportunity to present background 
information on NBAC and to describe its current activities. 

Establishment of NBAC 

President Clinton established NBAC by Executive Order dated October 3, 1 995. The 
Order describes the functions as follows: 

“(a) NBAC shall provide advice and make recommendations to the National Science and 
Technology Coimcil and to other appropriate government entities regarding the following 
matters: 

(1) the appropriateness of departmental, agency, or other governmental programs, policies, 
assignments, missions, guidelines, and regulations as they relate to bioethical issues arising from 
research on human biology and behavior; and 

(2) applications, including the clinical applications, of that research. 

(b) NBAC shall identify broad principles to govern the ethical conduct of research, citing 
specific projects only as illustrations for such principles. 

c) NBAC shall not be responsible for the review and approval of specific projects. 

(d) In addition to responding to requests for advice and recommendations from the National 
Science and Technology Council, NBAC also may accept suggestions of issues for consideration 
fix>m both the Congress and the public. NBAC also may identify other bioethical issues for the 
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purpose of providing advice and r^ommencfations, subject to the approvd of the National 
Science and Technology Council.” 

The Order also indicates that NBAC will terminate on October 3, 1 997 unless extended 
prior to that date. 

The Assistant to the President for Science and Technology issued the Charter for NBAC 
in July, 1996, In describing the functions of s the follovdng: 

“As a fiist priority, the Commission will direct its attention to consideration of: 

A. Protection of the rights and welfare of human research subjects; and 

B. Issues in the managOTient and use of genetic information including but not limited 
to human gene patenting.” 

Also in July, 1 996, the President appointed the members of NBAC. The Chairman is Harold T. 
Shapiro, Ph.D., President of Princeton University. 

NBAC held its first meeting on October 4, 1996. Following a series of background 
presentations >- including remaiks by the Assistant to the President for Science and Technology, 
other Executive Branch staff, a legislative assistant to former Senator Hatfield and the minority 
staff director of the Senate Committee on Governmental Affairs — and a general discussion of 
the President’s charge to NBAC, Chairman Shapiro elected to create two subcommittees. The 
Human Subjects Subcommittee, chaired by James Childress, Ph.D. of the University of Virginia, 
has responsibility for examining the current system of protections for human research subjects - 
witii en^hasis on determining whether researeh sponsors and performws are ^hering to tlte so- 
called “Common Rule” (i.e., a set of essentially identical regulations issued simultaneously by 16 
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agencies of the Federal Government on July 1 8, 1991) and whether the rule itself is adequate to 
assess the ethical issues associated with current and future re^arch endeavors. Tte Genetics 
Subcommittee, chaired by Thomas H. Murray, Ph.D., of Case Western Reserve University, has 
responsibility for examining the management and use of genetic information -- with emphasis on 
the bioethical issues associated with the use of human tissue samples in genetics research. 

Each of the two subcommittees has held a series of meetings toward fulfillment of their 
respective tasks. They have identified information needs, discussed alternative strategies for 
meeting them, ^d set priorities for follow-up efforts by individtml commissi^mers and/or NBAC 
staff. For example, as both subcommittees identify leading experts from relevant disciplines 
from whom they wish to receive oral and/or written testimony, NBAC staff make the requisite 
contractual and logistic arrangements. In addition, widi res|»ct to assessment of the Common 
Rule, a DHHS staff group — with guidance from the Human Subjects Subcommittee — is 
gathering pertinent information from the participating agencies so that the subcommittee and, 
ultimately the frill NBAC, will have a strong data base set of analyses to facilitate its 
assessment as to how well the system for protection of human research subjects is working. 

As I will describe in more detail in a few minutes. President Clinton’s re«quest for a study 
of the legal Mid ethical issues associated with cloning technology added a substantial task to 
NBAC’s agenda — one that demands and is receiving intensive effort from all the 
Commissioners. This unforeseen development caus^ both subcommittees to refonnulate their 
woik plans for this year with a view to making them less labor* and time-intensive than they 
otherwise would have been. Nevertheless, both subcommittees are intent upon providing 
important substantive contributions in their respective areas in a sufficiently timely manner so 
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that, by October, 1997, the fall NBAC can report fiiKiings and recomm^dations regarding 
human-subjects protection and genetic testing over and beyond whatever findings and 
recommendations it provides within the next few weeks with respect to cloning. 

NBAC Study of Issues associated with Cloning Tcchnoloev 

NBAC’s operating priorities for this year changed abruptly in the wake of press 
announcements on February 23, 1997 dial sciolists in Scotland had cloned a lamb fimn a single 
cel! fiom the mammary tissue of a six-year-old ewe. The scientists' research report appeared in 
that week’s edition of the scientific journal Nature, On February 24, President Clinton sent a 
I««er to NBAC Chairman Shapiro requesting fiiat “the National Bioediics Advisory Commission 
undertake a thorough review of the legal and ethical issues associated with the use of this 
(cloning) technology and report back to me within ninety days with recommmdations on 
possible federal actions to fnevent its abuse”. Further, on March 4, President Clinton issu^ to 
the Heads of Executive Departments and Agencies a memorandum entitled “Prohibition on 
Federal Funding for Cloning of Human Beings”. In that memorandum, he menticmed his 
assi^unent to NBAC ~ noting that cloning rechnolo^ offere the potential f« “eiK)nnous 
scientific bre^cthroughs that could offer benefits in such areas as m^icine and agriculture” while 
raising “profound ethical issues, particularly with respect to its possible use to clone humans”. 

Since February 25, NBAC hats devoted an CKtraaordinary effort toward fulfilling Pr^<tent 
Clinton’s request. The Commissioners quickly developed a preliminary framework for the issires 
they wished to address and organized themselves into several informal working groups so that 
they initially could pursue various subsets of these issues in parallel. They then identified within 
each issue area the specific topics for which they desired additional information; and they 
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provided guidance to NBAC staff regarding leading experts in relevant scientific or professional 
disciplines who might be sources of — or at least links to sources of such information. 

Using this guidance, NBAC staif contracted for a series of special analyses on a variety 
of topics including the ststie of the science related to cloning, the current array of state- and local- 
level statutes that might affect cl<Miing and/or cloning-related research, and the historical 
experience with moratoria associated with other areas where rapid scientific advances raised 
major ethical issues -- i.e, fetal research, gene therapy, and recombinant DNA research. Further. 
NBAC staff invited experte in sciei^e, religion, ethics, and other relevant subject-nmtter ^eas to 
address the Commission directly and participate in in-depth discussion of critical issues. 
Moreover, NBAC staff made special efforts to accommodate within each meeting agenda those 
members of the public who requested an opportunity to address the Commission. 

To date, the full NBAC has held three meetii^s largely or wholly devoted to the cloning 
assignment: March 13-14, April 13, and May 2. Between meetings, the informal subgroups have 
pursued their respective assignments through special meetings, conference calls, or EMAIL 
exchanges; and the NBAC staff has maintained regular, often daily, contact with Chairman 
Shapiro and the other Commissioners in anticipation of their needs for assistance or in response 
to si^ific requests. The Commissioners are optimistic that they can produce a tlmreugh, well- 
reasoned rqxirt to President Clinton on or about the end of this month. 

Managemen t and Administrative Support for NBAC 

The NBAC charter assigns to the Department of Health and Human Services the 
responsibility for providing managanent and administrative support services for NBAC. 
Secretary Shalala initially delegated diis responsibility to the Director, National Institutes of 
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Health, who redelegated it to the Director, Office for Protection from Research Risks (OPRR). 
The Director, OPRR, established the NBAC office, recruited the initial complement of staff, and 
participated with them and Chairman Shapiro in planning and implementation of the initial 
NBAC activities. 

During the fall of 1996, the Director, NIH expressed concern that the organizational 
placement of the NBAC office could create the appearance of conflict of interest. That is, 
because NBAC inevitably will focus on many issues that fall within the purview of the OPRR, 
any NBAC a^essments that relate to OPRR’s activities - whether favorable or otherwise -- 
might lack credibility in the eyes of some observers. After weighing these conc«ns. Secretary 
Shalala, on November 1 , 1 996, reassigned responsibility for NBAC management and 
administrative support to the Assistant Secretary for Health (ASH) — who, in turn, requested 
that I provide day-to-day oversight of the NBAC staff in my capacity as his Science Advisor. 
Subsequently, I also assumed the role of Acting Executive Director, pending recruitment of an 
appropriately qualified individual to fill this position on a regular basis; and I arranged for a 
DHHS staff member thoroughly experienced in working with advisory commissions to serve as 
Acting Deputy Executive Director. 

The Department recently published the vacancy announcement for the petition of NBAC 
Executive Director. The position is classified within the Senior Executive Service and, 
depending upon the qualifications of the individual selected, offers an annual salary in the range 
of $104,000 to $120,000 and possibly higher if the individual selected is a physician. We expect 
significant competition for this vacancy and look forward to receipt of ^plicaticms by the 


deadline — June 4, 1997. 



20 


7 

Tlie NB AC staff currently consists of 8 full-time and 4 part-time individuals. As NB AC 
Mtivities continue to evolve, future staffing needs will be ass^sed by tl^ Executive Director in 
consultation with Chairman Shapiro and in the context of available resources. 

The budget for NBAC diis year is approximately $1.6 million. Almost half of those 
funds ($760,000) are being provided by agencies of die U.S. Public Health Service -- namely, the 
National Institutes of Health, die Centers for Disease Control and Prevention, the Food and Drug 
Administration, and the Agency fi^* Health Caie Polby and Re^aich. remainder of the 
funds ($850,000) are being provided by six other Departments or Agencies — namely, the 
I^aitment of Defend, tte Ik|^rtmenl of Veterans Affairs, the Ifepartment of Ene^, the 
Department of Agriculture, the National Aeronautics and Space Administration, and the National 
Science Foundation. The Office of Scimce and Technology Policy within die Executive Office 
of the Presidentiwas instrumental in facilitating the arrangements for joint funding of NBAC. 

Mr. Chairman, I know that i speak for my colleagues as well as myself in saying that we 
are eager to facilitate the work of NBAC as best we can and tiuit feel privileged to work with 
this capable and dedicated group of Commissioners. If you have questions, I will be pleased to 
re^nd either now or for die record. 
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Mr. Shays. Thank you, Doctor. We’ll have questions when we’ve 
heard from everyone. But you’ll be asked questions about why the 
EAB couldn’t be doing this why would you be hiring someone in 
June when it’s going to come to a conclusion in October. To help 
sort that out for us. Dr. Satcher. 

Dr. Satcher. Thank you, Mr. Chairman and members of the 
subcommittee. Let me say that I’m pleased to be able to join you 
for this very important discussion. I think recently I’ve had oppor- 
tunities to testify before this subcommittee, dealing with issues 
such as the safety of the blood supply and the safety of the food 
supply in this country. I think those are very critical issues for us 
and I think today’s discussion of informed consent is equally crit- 
ical. 

CDC is committed to protecting all persons who agree to partici- 
pate in research studies. We make every effort to comply fully with 
the Title 45 Code of Federal Regulations, Part 46 for the protection 
of human subjects. 

Mr. Shays. Doctor, I’m going to just ask you to pause a second. 

Dr. Satcher. Sure. 

Mr. Shays. But we’re kind of getting a ring. And I don’t know 
why. It’s not your fault. But I’m just wondering in the case of that 
mic, we’ll just pull it away and see if it’s 

Dr. Satcher. OK. 

Mr. Shays. No. The mic will work — no pull away — just a little 
further. Yes. Maybe that will help. Let’s try it here. 

Dr. Satcher. OK. 

Mr. Shays. You have such a nice-sounding voice, but we’re get- 
ting this little echo. 

Dr. Satcher. Well, despite the commitment which we 

Mr. Shays. No. I think if you turn that mic away. Let’s turn it 
away. Let’s try that. Sorry. 

Dr. Satcher. Despite our commitment and the fact that we 
make every effort to comply with Title 45 CFR, Part 46 for the pro- 
tection of human subjects, we are, however, aware of incidents that 
indicate lapses in our efforts to protect individuals who have par- 
ticipated in research that we have conducted. I’m confident that 
the corrective actions that we have taken and that we continue to 
work on will continue to improve our protection of research sub- 
jects. I would like to address specifically two examples of these 
lapses. 

First, the FZ measles vaccine study. From 1989 to 1991, the 
United States experienced a measles epidemic with more than 
55,000 cases and more than 120 deaths, mostly in young children, 
many of them under 1 year of age. Many cases occurred in this age 
group that was considered too young to be vaccinated with the 
standard measles vaccine — Moraten. During the 1980’s, multiple 
studies conducted around the world indicated that another vaccine, 
the Fdmonston-Zagreb [FZ] measles vaccine administered at 10- to 
100-fold greater potency than the standard dose for measles vac- 
cine, was showing promising results in children under 12 months 
of age. Because of measles cases and deaths in children less than 
12 months of age in this country, CDC undertook a study, in May 
1990, of U.S. infants to determine whether results found in other 
countries could be duplicated in this country. And there were sev- 
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eral studies in other countries carried out by the World Health Or- 
ganization. In fact, over 200 million doses of this [EZ] vaccine had 
been administered. And who had recommended it in cases like this. 

Beginning in June 1990, under the auspices of the Kaiser Foun- 
dation Research Institute and the Los Angeles County Health De- 
partment, approximately 1,500 children were enrolled and ran- 
domly allocated into five different study groups and received either 
higher or standard dosages of EZ vaccine and standard doses of the 
Moraten vaccine. The protocol for the study was reviewed and ap- 
proved by the IRB at CDC prior to awarding a contract to Kaiser, 
and was later approved by the IRB at Kaiser. 

The parents or parent’s representatives for each child enrolled in 
the measles study signed the consent form which described the 
purpose of the study, the procedures to be followed, and the bene- 
fits and risks of participation. Thus, the parents of the children 
who participated in the study were aware that they were partici- 
pating in a vaccine study. However, we later acknowledged that the 
consent form was deficient because the EZ measles vaccine was not 
identified clearly as experimental and parents were not given ade- 
quate description of the foreseeable risks of vaccination and alter- 
native treatments. 

During the time the EZ measles study was being conducted data 
became available from a study in Senegal, West Africa suggesting 
lower survival in girls who received high potency measles vaccine 
compared to girls who received the standard potency vaccine. So 
October 1991, as additional information became available from a 
study of this same high potency measles vaccine in Haiti, sug- 
gesting that girls vaccinated with this level of potency were at in- 
creased risk of dying in the 2 or 3 years following the vaccination, 
CDC stopped all use of EZ vaccines in Los Angeles County in Octo- 
ber 1991. 

Following the termination of the EZ measles vaccine study, all 
children who participated in the study were asked to enter a fol- 
lowup study to determine whether the vaccine had any adverse 
health effects. Parents were informed of the reason for the followup 
study, including the fact that some studies had found lower sur- 
vival in those children who received high potency vaccine. To date, 
of all the children who have been evaluated, no child who took part 
in this study and received the high potency EZ vaccine has suffered 
a significant health problem that can be associated with the vac- 
cine. 

And in fact, the death rate in the group of participants is no dif- 
ferent from the rest of the population of children. In a thorough re- 
view of this study, the Office of Protection from Research Risks 
[OPRR] concluded in 1995 that the EZ measles vaccine study was 
scientifically and ethically justified, however, the consent form was 
deficient. In response to the recommendations from OPRR, a letter 
signed by Kaiser Permanente was sent in June 1996 covering the 
topics required by OPRR and approved by the IRB at both institu- 
tions. 

In addition, CDC and Kaiser sent a jointly signed letter of apol- 
ogy in September 1996, to the parents of the children enrolled in 
the trials. In this letter, an apology was made for the mistake on 
the consent form of the study, acknowledging that the parents who 
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enrolled their children in the study were not adequately informed. 
The issue was informed consent. 

Now there is another example which I will discuss only briefly. 
And that has to do with the hepatitis A vaccine prior to its licen- 
sure. While the incidence of hepatitis A has declined substantially 
since 1950, more than 28,000 cases were reported to CDC in 1996. 
And we estimate that there are about 150,000 cases of hepatitis A 
in this country each year. American Indians have a rate of hepa- 
titis A infection that is 20 times higher than for whites and Afri- 
can-Americans. 

It was anticipated that several American Indian communities in 
North and South Dakota would have hepatitis A epidemics during 
the early 1990’s. The prevention of hepatitis A has been somewhat 
problematic and has primarily relied on improvement in hygienic 
conditions. In the 1980’s a number of prototype hepatitis A vac- 
cines were developed and offered the potential to control and pre- 
vent the disease. And let me say briefly, in South Dakota, before 
the hepatitis A trials were launched, there was informed consent 
on the part of the parents and assent on the part of children over 
the age of 7. 

In addition to the CDC Institutional Review Board, there was 
also a review by the Indian Health Service Institutional Review 
Boards. And the tribal councils in South Dakota also had to ap- 
prove the study as this was the Pine Ridge Reservation in South 
Dakota. The study was approved in 1990 and over 500 children 
were enrolled in the study. But in this particular case there was 
concern expressed by many people early, so only one child was ever 
vaccinated in South Dakota. 

Later, however, in North Dakota on the Standing Rock Reserva- 
tion — we also implemented a study with the consent of our IRB, 
the Indian Health Service Institutional Review Board, the tribal 
councils on the reservations, and, again, the parents and the chil- 
dren. The study began by enrolling 245 children and about 245 
children were vaccinated before the study was stopped. The study 
was stopped, again, because of concern expressed by people on the 
reservation that this was a study where about 60 percent of the 
participants were American Indians. And the concern was, why 
was the study being done on American Indians primarily. So the 
study was stopped after vaccinating 245 children. 

Later, in Thailand, based on some work done by others, it was 
demonstrated that the hepatitis A vaccine was in fact effective at 
preventing hepatitis A. Since that time, American Indians have 
been vaccinated against hepatitis A. And the epidemics that oc- 
curred every 5 to 7 years in the past seem to be under control. 

Our position is, and I think most who have reviewed these stud- 
ies agree, that in the case of the hepatitis A — unlike the EZ vac- 
cine — in the case of the hepatitis A there was full informed con- 
sent. Not only was it reviewed by the IRBs at CDC and the Indian 
Health Service, but also the tribal councils approved. However, I 
think what this points out — and I think it’s a very important point 
that some of you have made — is that because we were dealing with 
a minority population that often feels that it does not have access 
to the full value of medical therapy in this country, when a study 
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disproportionately involves those populations, they often are sus- 
picious. And I think most of us can understand why. 

So this study was stopped because of the suspicion of the mem- 
bers of the reservation that they were being selected out for a 
study. Today, everyone agrees that the hepatitis A vaccine is effec- 
tive in preventing hepatitis A in a very high percentage of the 
cases. 

Mr. Chairman, I would like to say that there are two things that 
we would like to leave with you. No. 1, we believe that the systems 
that we have in place to protect the human subjects are better than 
they’ve ever been, but we don’t believe that they are good enough. 
We have invested significantly in upgrading our office of human 
subject protection. We review the consent forms, and we made sure 
that there is certain information in every consent form. We require 
that any researcher at CDC is trained in bioethics and the implica- 
tions of serving on the institutional review board. And we’ve had 
several leadership director’s forums to discuss these issues. How- 
ever, despite all these efforts, much remains to be done and we will 
continue to work to improve these systems. 

However, I think this will be relevant later this morning. There 
are certain ethical principles about which there will continue to be 
debate, especially when one ethical principle seems to compete with 
another. And hopefully we will have an opportunity to discuss that 
later. Thank you. 

[The prepared statement of Dr. Satcher follows:] 
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INTHODDCnON 

Good morning, I am Dr David Satcher, Director of the Centem for Disease Control and 
Prevention (CDC), 

I am pleased to have the opportunity to testify before the Subcommittee on Human Resources on 
the very important topic of informed consent in govemment^sponsored research. 

CDC is one of the Feda^ ^encies in the D^artm«it of Health and Human S^vices that is 
actively engaged in conducting research involving human subjects. CDC conducts public heahh 
research which includes, but is not limited to, clinical trials, epidemiologic studies, health status 
surveys, laboratory studies, and intervention studies. We, tiierefore, are particularly concerned 
witii protecting hun^ tese^di injhjects and m ssmmig that an infom^ consent proc^ is used 
that idlows individuals to decide fredy wheth^ to participate in a research study. 

In thinking about the mission of CDC and the role that research plays in achieving that mission, 
two points to be m^e that rekte to tlus hearing. The is that we mu^ maintain and 
unwaverii^ for the dignity and worth of all individuals. The second is that there is no 

substitute for good, rigorous science. Our ethics that ensure the rights and weltiire of study 
participants must be as sound as our science. 

QX^ is committed to protecting all persons who a^ee te participate in le^arch studies. We 
believe stror^y in the lethical principles that underlie the conduct of research delineated by The 
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National Commission for the Protection of Human Subjects of Medical and Behavioral Research 
in The Belmont Report - that individuals are autonomous and are capable of making decisions 
about ih&r liv€«, th« indi-nduals should be protected from hami, that benefits should be 
maximized to individuals, and that there is fairness among individuals in the distribution of risks 
and benefits. We also make every effort to comply fiilly with Title 45, Code of Federal 
Regulations. Part 46 for Protection of ifoman Subjects, known as the Common Rule. We ^e, 
however, aware of incidents indicative of lapses in our efforts to protect individuals who have 
participated in research we have conducted. I am confidwit that the corrective actions we have 
taken are working to protect r^e^h subjects. 

PROTECTION OF HUMAN RESEARCH SUBJECTS 

Excellence in science requires a mastery of the ethical principles that address the protection of 
human subjects and a mastery of the scientific method. We strive for excellence although we 
have sometimes fail^ to achieve H. For example, the Department of Health and Human Services 
continues to deal with the aftermath of the Tuskegee Syphilis Study. This study was conducted 
by the U.S. Public Health Service in 1932 to 1972 to learn more about untreated syphilis. In so 
doing, treatm^t was wifoheld from a group of poor black men infectKi with the disease. In 
addition, the participaits were not informed about the study their voluntary consent to 
participate was not obtained. 

Recognition of the ethical violations committed in this study led the Federal government to 
delineate ethical principles for guiding research and to develop Federal regulations outlining 
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policies and procedures for protecting human sut^ects. Although we are now doing a bettef job 
of protecting persons who participate in research the i^ac^ left from the Tudc^ee SyphUls 
Study continues to affect negatively the willingness of minorities to participate in r^earch. We 
must learn from this study and move beyond it so that we r^ore trust in tl» r^ardi process. 

I would like to desoil^ to the Subcommittee what CDC does to protect human research objects. 
In addition, I will discuss human subject protection issues related to a measles vaccine study we 
conducted in Los Angles and two hepatitis A vaccine studies we conducted in North and Scmth 
Dakota. 

There are six institutional review boards (IRBs) that review research protocols that are developed 
in the various components of CDC and ATSDR. Some of the IRBs are headquartered outride of 
Atlmita, sucdi as at die Naticma! Cent^ for Health Statistics (NCHS) in Hyaftsrille, Maryland and 
at the National Institiite for Occupational Safety and Health (NIOSH) in Cincinnati, Ohio. The 
work of the IRBs is coordina^ by tiie Associate Di^ctor for Sdeasx to ftunlime 

consistency in protocol review across the IRBs. 

When the IRBs review research protocols, they examine the risks associated with the study, the 
poteittial Nnefits. if any. tiiat the smdy participants may mcdve, and whetl^ the rirics are 
justified in light of the potential benefits to be gained from the study. They pay careful attention 
to the Section of objects, partioilariy the tm^lurion of tr»littomdiy und9-!^r<i»en^ 
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sociodemographic groups, such as women and minorities. How participants are enrolled and how 
informed consent is obtained are areas of particular concern. 

Informed Consent Process 

Because informed consent is essential to conducting ethical research, I would like to review the 
inform^ consent process and how CDC assures that an effective consent process is used in each 
research study. Informed consent is a process of interaction between the researcher and the 
participant that begins wh«i the participant is inidally approached to participate in the study. The 
researcher expl^ns the sttidy and may provide writt^ informarion about the study. During diis 
phase of the process, the researcher fully discloses information about the study to the potential 
participant. This is done in a way that the potential participant can und^sUuid the information. 
Often, the potential participant asks questions and seeks out information about the study which 
may not be included in any written material about the study; research staff then provide that 
inffirmation to the participants. At the point potential participants believe they uintemand 
the stutfy and the researdior believes the potential paitidpants understand the study, the 
researcher asks the potential participants whether they wish to paitidpate in the study. A written 
cons^ form is by tl^ paitidpants, uid^ eiqiiidriy wni'^ by the IRB. 

The informed consmt process does not end at this point, but continues with the researcher 
providii^ injfocmation to the subject thnmghout life of the study. New infomuition is 

provided as it becomes available and any questions are answered that the subject may have. 
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Participants may withdraw from the shidy at any time. In this manner, the consent process is an 
ongoing exchange of information during the duration of the study. 

CDC's IRBs review studies to make certain that an adequate consent process is in pltu:^. 
Although our IRBs focus hwivily on the written consent document, they also review all 
information that accompani^ the coment document, including scripts used by researchers to 
present information verbally about the study. Our IRBs require that certain key elements are 
include! in all «5nsent forms, as ^Kiified in the Common Rule. In addition, we require friat 
consent forms be written at a reading level appropriate to the study population, generally at the 
8fri grade reading level. In studies involving vuiner^ie populations such as cluldren or 
incarcerated persons, we take extra precautions such as requiring assent to participate from 
children 7 years and older as well as parental consent, and we make every effort to ensure that, if 
in<^c^ted peraoiB are to be inclwled in a stu(fy, they are not ccerc^ to participate. 

Improvement in Human Subjects Protection E^rts 

In recent years, we have taken several major steps to improve our human subjects protection 
efforts, some of which pertain directly to obtaining informed consent. Three of the most 
important steps are as foUov^. First, have develc^:^ clear and consistent policies and 

guidelines about protecting human subjects. For example, there is a policy for including women 
and minorities in researdi, gulddines for defining research and non-research activiti^ In public 
hetdth, a policy describing the roles of management for making dedsions about human subjects 
review, and a policy deso^nng what types of les^ffch must be reviewed by an IRB. These 
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policies communicate a clear message about CDC’s determination to protect human subjects and 
the role that investigators, managers and IRB members have in assuring that sound, ethical 
research is conducted. The policies reinforce the Common Rule and the Belmont Report by 
stating the rights of individuals to have full disclosure of information related to the study in order 
to decide whether to participate in the research. 

Second, we have increased trmning on conducting ethical research and protecting human subjects 
for CDC staff. We have sponsored workshops, and we will be introducing a multimedia, 
computer-assisted training program. Our training is designed not only to increase knowledge and 
awareness about the methods to assure the protection of subjects but also to create a workforce 
that understands, appreciates, and values the rights of human beings who participate in research. 

Third, we have changed the composition of our IRBs to assure that members reflect the race, 
ethnicity, gender, and experiences of the persons who volunteer to be subjects in our studies. By 
/having IRB members who represent the study populations, issues about consent are raised from 
the study population’s perspective and the cons^t process and consent form can be tailored to 
meet the needs of the study population. 

DISCUSSION OF TWO SPECIFIC CDC RESEARCH STUDIES 

Comparative Trial of Different Schedules of Edmpnston-Zagreb (EZ) and Moraten Measles 

Vaccines in the United States (EZ Measles Vaccine Stwfy) 

You have asked me to respond to issues of informed consent regarding two specific research 
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studies conducted by CDC. The first is a measles vaccine study we conducted in Los Angeles 
between 1990 and 1991, generally known as the £Z measles study. EZ stands for Edmonston- 
Zagreb, the strain of virus used to make the vaccine. The second are studies of hepatitis A 
vaccine we conducted in North and South Dakota in 1991 and 1992. I will address the EZ 
measles vaccine study fiurst. 

From 1989-1991, the United States experienced a measles epidemic with more than 55,000 cases 
and more than 120 deaths, most in young children. Many cases occurred in children too young to 
be vaccinated with the standard Moraten measles vaccine, which has low efficacy among children 
younger than 12 months of age, which is the routine age for vaccination in the US. 

During the 1980$, multiple studies conducted around the world indicated that EZ measles vaccine 
administered in a 10- to 100- fold greater potency than the standard dose for measles vaccine, 
showed promising results in children below 12 months of age. The EZ vaccine was not a new 
vaccine. It was being produced in several countries, including some European vaccine 
manufacturers, and approximately 200 million doses of the vaccine had been administered as part 
of routine immunizafion programs in many countries. What was new in the United States, 
however, was its use in children under 12 months of age, as well as its use at a higher potency. 

Based on a growing body of evidence, the Worid Health Oiganization (WHO) had recommeruled 
in 1989 that high potracy EZ vaccine be used routing at 6 months of age in areas where there 
was a substantial risk of measles mortality among young children. Because of meades cases and 
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deaths in children less than 12 months old, CDC undertook a study in May 1990 in U.S. in&nts 
to determine whether the results found in other countries could be duplicated in this country. 

Be^nning in June 1990, under the auspices of the Kaiser Foundation Research Institate and the 
Los Angeles County Health Department, approximately 1500 children were enrolled and 
randomly allocated into 5 different study groups to receive either high or standard doses of EZ 
vaccine, or standard doses of the Moraten vaccine. Approximately 1200 children were ultimately 
vaccinated with one of the study vaccines at fflther 6, 9, or 12 monris of age. Bie EZ vaccines 
that were used were approved for investigation by the Food and Drug Administration (FDA) 
fhllowing the procedures that FDA uses to approve any new drug for investigation of safety and 
efficacy. In addition, the protocol for the study was reviewed and approved, by the IRB at CDC 
prior to awarding a contraa to Kaiser Peamanrate and was later approved by the IRB at Kaiser. 

The parent or parent’s representative for each child enrolled in the measles study signed the 
consent form which described the purpose of the study, the procedures to be followed, and the 
bendls and ririK of pattidpation. This, the parents of tite dtiidrm who jartidpaed in the study 
were aware they were participating in a vacdne study. However, we later acknowledged that the 
consent form was deficient because the EZ measles vaccine was not identified as experimental, 
and patents were not given an adequate description of the foreseeable risks of vaccination and 
ritetnative treatmsits. 
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During t}^ time the £Z meases ^dy was bdng ccH^ucted, data became availaMe from a study m 
Senegal, West Africa, suggesting lower survival in who recdived high potency measles 
vaccines compared with girls who received standard potency vaccines. In November 1 990, CDC 
staff attended a meetii^ in Senegal to review the status of the Sei^gal measles ^^tccine study. It 
was reconumnded at that time, that WHO should convex a group of ind< 5 >^ent con^^nts to 
review data from the study and otiiw similaur studies. 

In February 1991, WHO convened a panel of experts to review data from studio in S^egal and 
Guln^ Bi^mi whidi showed lower survival in giris (but i«3t boys) who receive hi^ pot«K:y 
measles vacdnes; studies in otiier locations, however, showed no differences in survival. The 
WHO concluded that the data did not support a change in the recommendation to continue use of 
high potency measles vaccine. Reasons were that the studies were not designed to assess 
mortality, the statistical methods limits interpretation, tl^re was no spedfrdty in the causes of 
deatl^, and the disproportioimte mortality in ^Is did not have biolo^cal piauahili^. Li May 
1991, CDC consulted with outside experts who reviewed the evidence from the studies showing 
lower survival in children who received high potency vaccines and the experts recommended that 
the Los Angeles measles vaccine study should be continued. 

In October 1991, additional information became available from a study of high potent measles 
vaccine in Haiti which suggested that girls vaednated with the higher potency measles vaccines 
were at increased risk of dying in the two to three years following vaccination. No smous 
adv«^ effects attrilmted to standard potem^ ^medr^, including EZ. Because of tins 
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additional information on high potency measles vaccine, CDC stopped all use of EZ vaccine in the 
Los Angeles study in Octdjer 1991. Hght months later, in June 1992, the World Health 
Organization reached a similar conclusion and reconunended that high potency measles vaccines 
of any strain should not be used to vaccinate children. EZ vaccine in standard doses continues to 
be used around the world. 

Following the termination of the EZ measles vaccine study, all children who participated in the 
study were asked to enter a follow-up study to determine whether the vaccine had any adverse 
health effects. Parents were informed of the reason for the follow-up study, including the fact that 
some studies had found lower survival in those children who received the high potency vaccine. 
Most have been medically followed and evaluated until reaching fours years of age. 

To date, of all the children who have been evaluated, no child who took part in this study and 
received the high potency EZ vaccine has suffered a significant health problem that can be 
associated with the vaccine. CDC estimates that 95 percent of the children who were followed 
up and revaccinated ha\^ serologic evidence of protection against measles. One child died 
approximately 1 year after receiving a dose of standard potency EZ measles vacdne. Experts 
reviewed the death c^tificate, the circunutances surrounding the death, and the autopsy report 
and all agreed with the conclusion that the death was in all likelihood unrelated to the vaccine. 
Standard potency meases vaccine has never been associated with higher mortality in any of the 
vacdne studies. Recently, CDC working with Kaiser has conducted a spedal mortality search to 
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idmtify childr^ who were in the ^dy and di«i. A sa»nd death has been identified thie to child 
abuse. The child had received the Moraten vaccine at 12 months of age. 

In a thorough review of this study, the Office for Protection from Research Risks (OPRR) 
concluded in 1995 that the EZ measles vaccme snidy was “sci^tifically and ethic^y justified” 
however, the consent form was deficient because it failed to include a) an adequate explanation of 
the purposes of the research and identification of the EZ vaccine as experimental, b) an adequate 
description of the foreseeable risks of the experimental EZ vaccine and the standard Moraten 
v^cdne, and c) adequate disclosure or de^ription of alternative treatments. Parents were 
informed tiiat any new vaccine may have side effects and risks which are currently unknown and 
unforesreable; however, they were not told specifically about the potential risk of a failure to be 
protected by the vaccine. Instead, paraits were told that if their child was not protected, he/she 
would receive a dose of the standard Moraten vac«ine. 

In light of these findings, OPRR required that a letter be sent to the parents describing the current 
status of the research, plans for completion of the research and notification of subjects about 
results, and any reasonably foreseeable future risks of paitidpation in the research. In response to 
the recomimndations from the OPRR rqHjrt, a letter signed by Kdser Penn^ente was sent m 
June 1996 covering the topics required by OPRR and approved by the IRB’s at both institutions. 
In addition, CDC and Kaiser Permanente sent a jointly signed letter of apology in September 1996 
to the parents of the children enrolled in the study. In this letter, an j^ology was made for the 
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mistake on the con^nt form of the shidy, acknowled^ng timt the p^ents vAio «tn>Ued their 
children in the study were not adequatdy infonned. 

CDC, in collaboration with Kaiser Permanente, is continuing follow-up of cluldren who 
particip^ed in the origiral study and anatysis Is ongoing. Analyses are e^qpected to be comple^d 
by the summer of 1997, at which tune CDC will convene a group of experts to re>^ew the resets. 
Following the experts’ review, CDC will inform parents ^out the conclusions from the study. 

We acknowiec^e that we were in error by not folly mforming parents of chiMren who parfrdpated 
in the EZ measly vaccine study. In addition to the steps taken to inform parents and following 
the report of OPRR, CDC developed written information for investigators about the IRB review 
process which included a checklist of elements to be included in consmt forms. The number of 
IRBs was increased, an ^ditional member from the community was added fr> each board, the 
number of ^aff who work wdth the IRBs was incr<^^l, and trdning on human subj«:t 
protections was miplemented. 

Evaluation of the Safety, ImmunogenicityandProtectiveEjficacy of an Inactivated Hepatitis A 
Vaccine in Healtl^ Children (North arui South Ektkota) 

Now I would like to discuss the studies CDC and its collaborators conducted to evaluate foe 
performance of inactivated hepatitis A vaccine prior to its licensure. These studies were done 
primarily among American Indian populations living in North and South Dakota. 
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Prior to 1970, nationwide of hqpatitis A ocoirr^ ^^proxiniBU^ cmy 10 ^ars and 

approximately SO percent of persons bom before 1950 have been infected. While foe incidence of 
hepatitis A has declined substantially since the lOSOs, more than 28,000 cases were reported to 
CDC in 1996. CDC estimates that mom than 150,000 Americans are infected with hepatitis A 
vims ^;h year. Most people become infected be<^u% of community-wide that olfen 

go on fOT several years. In addition, rates of hqiatitis A vary among ndal and ethnic ^mtps. 
American Indians and Alaska Natives Mve a rate of hepatitis A infection that is 20 times higher 
than for whites and African Americans. Epidemics of hepatitis A occur ^(M-oximately every 6 to 
8 years in American Imfian and Alaska Native communities foixm^hout foe United States, and 
more than 80 percent of afoilts in foes« populations have be^ infect*^ tiie h^atitis A vkus. 

Prevention of hepatitis A has been somewhat probl^natic and has primarily retied on 
in^rovements in hy^enic conditions, inciudii^ impoved wasfe dispcml, fried salutation, and 
g^^ai living conditioi^. Uifol foe only immunisitKm agsinst h^i^his A was tli^ use of 

immune globuhn, wdiich only provided foort-tom protection and was not useful in prevoiting 
community-wide epidCTUcs. In the 1980's, a munberofprototype hepatitis A vaccines were 
de\^oped aiui offered the potmtial to contrd and pievoit this disease. 

The most widely evaluated hepatitis A vaednes have beei those produced in the same manner as 
inactivated poUo vaedne - h^>atitis A vims is grown in tissue cultiife and is tiien inactivated 
(killed) and formulated into a vaccine. In the late 1980's, exports in hepatitis cfuestioned ^liefo^ 
the imminity produced by inactivided hepatitis A vacch^woukl fmited h^iatitis A in 
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human populations. This qu^on aid the l>est m^s to evaluate the protective t&cacy of 
hq>atitis A vaoane were discussed at sevtt'al meetings, including an international meedng of 
hepatitis, public health, and infectious disease experts which was co-sponsored by NIH and CDC 
in November 1989. The consensus among the experts was that double-blind, plac^o-controUed 
clinical trials should be conducted to det^nune the prot«:tive dficacy of hepatitis A vaccines. To 
d^exmine wdieth^ these vacdnes prote^ed a^ktst inf^don and/or dsease, these studies had to 
be carried out in populations that experienced high rates of hepatitis A virus infection. Since 
these studies had to be carried out when these infections were occurring and because high rates of 
hepatitis A do not occur uniformly over time, the best time to perform these studies was during a 
commufdy-wide epidwnic. 

As I previously indicated, CDC’s national surveillance for viral hepatitis showed that the highest 
rates of hepatitis A were in American Indian/Alaska Native populations. In addition, CDC and 
Indian He^ Service (MS) epidemiologists had coUaboratively ch»«^^ed ihs epid^ology 
of hqjatitis A among various Nadve American populations. They had identified these Mgh rates 
of infection and the recurrent nature of community-wide epidemics in these populations, and they 
had accurately predicted when these epidemics would occur in some of these communities. It was 
Miticipated that several American Indian communiti^ in North and South Dakota would have 
hepafitis A epki^cs during die ea’ly I990's. The evaluation of hepatitis A v^xane in condoSed 
clinical trials during those predicted epidemics could determine the vaccine’s eflBcacy, its potential 
to provide long-term protection agmnst hepatitis A, and its potential to control these ^idemics. 
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These epidemiolo^c issura and the lo^stics of such trials wea^ discussed in a 1989 me^ii^ of 
CDC epidemiolo^sts and laboratory sdentists, clinicians and ^doniologists^ and scientists 
&oni the vaccine n&m&u:tar&[s. It tiie pr^^d r^^irmice of ^^kmic hepatitis A on 

reservations in the IHS Aberdeen Area in South and North Dakota and the need to determine the 
efiBcacy of inactivated hepatitis A vaccine in preventing hepatitis A that led to the collaborative 
^oit betw^n CDC, IHS and SnutiiKlii^ Bee^ham (SKB). 

The stucfy was designed to determine the efficacy of inactivated hq>atitis A vaccine in protecting 3 
to 12 y^-old chi!dr«i again^ h^titis A. Cluldr^ partidpating in the ^dy were to reedve 
either the investigational, unlicensed (for commercial use) hq>atitis A vaccine or the licmised 
l^atitis B vacdne produced by SKB. Because hep^itis B vacdne does not provide protection 
gainst hepatitis A, h was used as a pl»^>otiealm«n in the stuify. The protoccd, the cons^ 
forms, and the informational materials were reviewed and ^proved by the CDC and IHS IRBs. 
The stucfy was alto approved by t[» IHS Aberde^ Area R^aidh Ctxnmittee. 

Partidpation in the study was voluntary and only occurred after the dtild’s parent provided 
written inffirm^ consult, anddMldroiT^arsandolder^veas^t. Inadditicmtothe 
requirement of individual informed consent for participation, it was also required tiiat all stiidies 
conducted among Amracan Indians be approved by the local tribal coundl or health board. This 
was alto domftjr these studies, to obtaining ccn^^ for i^rtidpaticm in tiie study, every ^cnt 
was made to ensuie tiiat the parents undo^tood the reason for the study, the potential ritics and 
benefits of the study, and what was expected if their chiid partidpated. They were told the 
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numb^ of shots thw child would receive, the number of blood specimens that would have to be 
drawn, and th^ neither they nor the study nurse would know vsdiich vaccine was being given to 
their child until the study was completed or unless the cMld expmenced an adverse event. While 
most of the informational material was written in English, some materials w^ written in the 
Lakota language. In adchtion, most of the study nurses were tribal members and Lakota-speaking 
p^wnnel were available, if needed. 

Studies to evaluate the efficacy of inactivated hepatitis A vaccine were initiated on two 
reservations. The first study was conducted on the Pine Ridge resm^tion in South Dakota i^ere 
it was approved by the Pine Ridge Oglala Sioux Tribal Council in June 1990. An estimated 2400 
children were needed for the study and recruitment began in ^ril 1991. Written informed 
consent had been obtained from par^s of more than 500 children and assent was also obtained 
from children 7 years and older when the Pine Ridge Oglala Sioux Tribal Coundl resdi^ed 
{^}proval of the study in October 1991 as a result of concerns raised by residents of one 
reservation community. At the time the study ^ded, only one child had bem vaccinated. During 
1991, the q)idemic of hepatitis A on the Pine Ridge resovation went on unabated with more than 
500 cases and one death from hepatitis A. 

In February 1991, the Standing Rock Sioux Tribal Council gave approval for the same study to be 
conducted on the Stan^ng Rock res^vation in North Dakota. Between then and the summer of 
1991, extensive community education was undotaken through radio talk shows, newsp^)er 
articles, and information pamphlets. Participant recruitmatt began during the summer of 199 1 
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and was conduct^ by three Study nurses who w^eAm^ican Indians. As was t!» case in Pine 
Ridge, written informed consent was received from parents for thar child’s participation in the 
study; children 7 yearn and older also provided assent. A total of 245 childrai w^ enrolled in 
the study, 41 percent of whom were not American Indian. 

hi F^ruary 1^2, the Standii^ Rode Tribal Council passed a resolution halting the stody, 
although many parents wanted the study to continue. In March 1992, the tribal council dedded 
that children who were already enrolled in the study could continue but no hirther em-oUmemt 
could take place. However, the IHS ami CDC dedded that, given the Inte^ption of ti» study 
and die hmited number of childr^ enrolled, a sdmitifically vdid detrammation of the efBcacy of 
the hepatitis A vaccine could no longer be made. Therefore, the study on the Standing Rock 
res^ation ended and the codes were broken to reveal which vaccine was reedved by each chUd. 
For those who reedved hqiatitis B ^edn^ they were given the oppentonity to receive tl» doses 
needed to complete the vaednation series. For those who had reedved hqiatitK A vaedne, th^ 
were offered the complete hepatitis B vaccination series and informed they could reedve the 
remaining doses in the hepatitis A series when a hepatitis A vaedne was licensed for commerdal 
use. These ctuldren were offered the hepatitis A vaccine soies whoi it was iicoised in 1995. 

On both reservations, the studies were stopped wl^ the tribd councils withdrew support. 
The tribal councils rescinded their approvals of the studies because a small group of dtizens on 
each lesovation raised concents about the conduct of govonmont researdi in the Amoican 
Imiian population. Among coiK»ms was that infr^med cons^ was iK>t detained. However, 
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in these studies the written consent forms identified the study as research, contained all the 
information about the vaccines and the study, and provided the parents with fiiU disclosure. The 
consent forms were typed on stafionaty identi^mg the vaccine study as fiie Hqpatitis A Vaccine 
Prevention Progrmn and may have been i^r^ved ^ a misrepresentation of tl» ^dy to file 
participants. The use of the stationary was an ov^ght by tiie CDC and IHS investigators. 

In 1995, the inactivated hepatitis A vaccine we attempted to evaluate in these studies was licensed 
for commercial use by FDA based on efficacy data obtained m a cliiucal trial conducted in 
Thailand. CDC’s Advisory Committee on Imnnmization Pracric^ (ACIP) currently reoomm^s 
that ctuldren 2-14 y^rs of age in American In<fian or Alaska Native communities, brother 
communities with high rates of hepatitis A be routinely vaccinated to prev^t and control this 
disease. Currently, widespread h^atitis A immunization programs are bdng conducted in the 
IHS Ab^deen Area and in other Andean LKtian and Akska po{mhitions and ha\te 
effectively interrupted and prevented community-wide epid^cs in those areas. 

Mr. Chaiiman, I would like to describe to you die inq)ortance of conducting vaccine-related 
retearch. Vacant the most pow^fiii tools to prev^tln&ctious diseases like measles and 
polio. Tl^ introduction of polio varxine into the childhood inmninization program has led to a 
reduction of wild virus induced disease fi-om about 20,000 cases annually to zino in the United 
States. Widespread use of meases vaedne has decreased reported meades fiom more than 
500,000 cases annual^ dimi^ the decade pn<x to vaedne availaltil^ to less than 1,000 cases 
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year fixwn 1993 to 1996 in the United States. Vacdnes have led to the worldwide eradication of 
smallpox, and the elimination of polio from the Americas. 

Currently, according to a CDC maintained database using manufacturer reports of net doses 
distributed, ^proximately 140 million doses of the most commonly used vaccines are distributed 
each year in the United States. These vaccines are used for both children and adults. The current 
immunization schedule calls for children to be protected against 10 diseases using 8 vaccines. 
Research is one of the best strategies to improve these products and develop new ones which are 
essential for the health and well-being of America’s children and adults. Vaccine-related research 
has been an ongoing activity at CDC for many yeare and will continue to be a central focus; it is 
critical to preventing diseases and saving lives. While continuing this very important research 
eideavor, we will continue to work toward perfecting the informed consent process. 

SUMMARY 

I want to close by iterating several points. Good, ethical science is the foundation of sound public 
health practice. We caimot carry out our public health mission without the benefit of the 
knowledge gained through research and we cannot cany out r^earch that does not protect the 
individuals or communities who partic4>ate. Assuring the r^hts and wel^e of persons who 
participate in research is of paramount importance and the informed consent process is integral to 
assurii^ individuals' rights. 
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Concerns about the EZ meades study and tbe hefmtitis A vacdne study have hei^tened 

sensitmty to issues suirminding die protection of human subjects. Moreovw, these stiidles point 
to the important and significant role the community has in conducting research. We have made 
changes in our human subjects review process and will continue to make changes to achieve the 
best review ih-oc^s possible We are also exploring ways to improve involvanent of the 
community in die r^^ch process. Just as it is imperative to infonn iadividuai subjects, it is 
imperative to inform the community from which the subjects come and to encourage active 
participation of the community in the conduct of research. The quality of research is greatly 
enhanced by the community’s partidpation and trust in the research. 

CDC’s goal is to ensure the fullest possible disclosure and the greatest possible protection from 
harm for persons and communities who participate in public health research studies. We are 
committed to building and maintaining the trust that is necessary between researchers and persons 
who participate in health shidm 

I would be glad to respond to any questions that the Subcommittee nmy have. 
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Mr. Shays. I thank you. And we’ll be happy to have you bring 
it up if we don’t. Dr. Varmus. 

Dr. Varmus. Thank you, Mr. Chairman. I want to join my col- 
leagues in thanking you and your colleagues for conducting a hear- 
ing on this most important topic. Let me briefly introduce the col- 
leagues who came with me today — four institute directors who have 
serious concerns about issues and cases that your staff has brought 
to our attention: Dr. Duane Alexander, Director of the National In- 
stitute of Child Health and Human Development; Dr. Anthony 
Fauci, Director of the National Institute of Allergy and Infectious 
Diseases; Dr. Steve Hyman, Director of the National Institute of 
Mental Health; and Dr. Alan Leshner, Director of the National In- 
stitute on Drug Abuse. I’m also accompanied by Dr. Wendy Bald- 
win, my deputy director for extramural research, who has adminis- 
trative oversight over the Office for Protection from Research 
Risks. 

I’m going to talk briefly about protection of human subjects in re- 
search. I’ll begin with a very brief description of our system for pro- 
tecting research volunteers and then briefly speak to some of the 
initiatives we have underway to improve the system. A much 
longer statement describing these activities will be submitted for 
the record. The forerunners for the current system that you will be 
hearing about are the Nuremberg Code, which was developed to 
provide standards for judging human experimentation by the 
Nazis, and the Declaration of Helsinki, which was issued in 1964 
by the World Medical Association. 

These statements establish the principles of autonomy, benefi- 
cence and justice that underline many of the activities we’ll be 
talking about. And as Dr. Satcher has just indicated, those prin- 
ciples are complex and sometimes even in opposition. 

The NIH issued its policies for the protection of human subjects 
in 1966 and these were then established by the Department as reg- 
ulations in May 1974. 

Our regulations are not a set of rigid rules for determining 
whether research activity is right or wrong. Instead, they provide 
a framework for insuring that all serious efforts are made to pro- 
tect the rights and the welfare of human research subjects. Respon- 
sibility for protection of human subjects is shared by a number of 
groups and institutions: the clinical investigator, the local institu- 
tional board — so-called IRB — in some cases a data and safety moni- 
toring board, officials at the institutions that receive grants from 
the NIH and the CDC, as well as officials of the NIH. At each level 
of review, there is the authority to raise concerns about human 
subjects issues, to request further evaluation, and to suggest cor- 
rections of any identified problems. The Department’s Office for 
Protection from Research Risks — the OPRR — while lodged adminis- 
tratively at NIH, exerts extensive oversight over the entire process 
involving a number of departmental agencies, especially providing 
oversight at those sites at which the research is carried out, often, 
for example, through assurances of compliance with our regula- 
tions. 

A crucial part of the system is the requirement for informed con- 
sent, the topic of this hearing. The elements of informed consent 
are designed to ensure that before subjects enroll in a study, they 
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are fully informed about the study, about their rights regarding 
participation, and about the full range of risks and benefits of par- 
ticipation. 

I want to speak briefly about the particular attention that needs 
to be paid to certain categories of research subjects. These are 
those people judged more likely than others to be vulnerable to co- 
ercion or undue influence to participate in a study. Our regulations 
contain specific protections for pregnant women, prisoners, chil- 
dren, and fetuses. And reviewers also are asked to pay particular 
attention to studies involving individuals with mental disabilities 
or reduced cognitive capacities, drug abusers and people who are 
economically or educationally disadvantaged. 

Now, we believe the system we have created is generally effec- 
tive, but it’s not perfect. And occasionally, as you have heard, it 
seems to fail. For this reason we are continually working to en- 
hance the system for protecting our subjects. I want to take a few 
final minutes to highlight a number of NIH activities that are 
aimed at making the system better. Many of these relate to the 
specific vulnerable populations I’ve just mentioned. 

First, the NIH in collaboration with the Department of Energy 
and the Department of Veterans Affairs has jointly issued a re- 
quest for applications for original research regarding “Informed 
Consent in Research Involving Human Participants.” The goals are 
to test and develop alternative strategies that are relevant for di- 
verse populations and to determine optimal ways to obtain in- 
formed consent. We have received more than 80 proposals at the 
time of the deadline for applications, and each of the three agencies 
has set aside funds in this fiscal year to support projects in re- 
sponse. 

Second, six NIH institutes will soon cosponsor a workshop to de- 
velop principles to guide informed consent in the case of subjects 
who may be cognitively impaired. The cosponsoring institutions are 
the National Institute of Mental Health, the National Institute on 
Drug Abuse, the National Institute of Neurological Disorders and 
Stroke, the National Institute on Aging, the National Institute of 
Alcohol Abuse and Alcoholism, and the National Institute on Child 
Health and Human Development. Three of those institutes are rep- 
resented here today. This workshop has been in the planning stage 
for some time, and we hope to have it by next fall. 

Third, the advisory council of the National Institute on Drug 
Abuse recently has issued guidelines for research involving admin- 
istration of drugs, especially drugs of misuse and abuse to human 
subjects. These guidelines for IRBs address the ethics of both 
human subject research in general and studies involving special 
populations. We’ve provided a copy of those guidelines to the sub- 
committee’s staff. The National Institute of Mental Health — 
NIMH — has a number of additional activities underway. They have 
recently cosponsored a conference that addressed the specific eth- 
ical challenges involved in mental health research with children 
and adolescents. 

In collaboration with the National Alliance for the Mentally 111, 
the NIMH has cosponsored a series of meetings to discuss ethical 
issues of medical research involving human subjects with mental 
illnesses. In addition, the NIH and the Office for Protection from 
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Research Risks cosponsor annual regional workshops that focus on 
human subjects issues in mental health clinical research. The Na- 
tional Institute on Aging issued an announcement in the NIH 
Guide in October 1996 on implementation of policies for interven- 
tion studies, especially involving those subjects who may be men- 
tally impaired. 

And as one final item, the Clinical Center at the NIH, together 
with OPRR and several NIH institutes, has pioneered the concept 
of durable power of attorney applied to research participation. This 
procedure allows individuals, while they are mentally competent, to 
identify someone to represent their best interest and to provide 
proxy informed consent should they later become cognitively im- 
paired. 

Mr. Chairman, the people who volunteer to be research subjects 
are invaluable partners with us in the pursuit for new knowledge 
in medical science. Research investigators, research institutions, 
the NIH, and our partner agencies in the Department of Health 
and Human Services have a responsibility to protect those volun- 
teers’ rights and welfare. We take that responsibility very seri- 
ously. Thank you, Mr. Chairman. I’ll be pleased to answer any 
questions you may have. 

[Note.— The “OPRR Reports, NIH, PHS, HHS, Protection of 
Human Subjects” can be found in subcommittee files.] 

[The prepared statement of Dr. Varmus follows:] 
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Mr. Chairman and Members of the Subcommittee: 

1 am Harold Vaimus, Director of the National Institutes of Health, lam pleased to 
appear before the Subcommittee to describe our system of protection of human research subjects, 
a responsibility of enormous weigln and critical importance. While the collection of science 
data to expand our knowledge of human ills is the ulrimate aim of medical research, of equal 
importance is the protection of die individuals who as^ m tinough their f^rticip^on in 
research smdies. Without these individuals, it would have been impossible for us to have made 
such remarkable progress in the development of effective treatment and prevention strategies for 
a host of human diseases and conditions. 

History of Human Subjects Protection 

May 30 raarics the 23nd annivereary of the formal promulgation of die Department of 
Health and Human Services’ (DHHS) regulations for Pro^tion of Human Subjects in mse^h 
(Title 45 Code of Federal Regulations Part 46). This rigorous ^sfem of protections, desig!^ to 
preclude the very problenK we will discuss today, is guided by a set of principles— respect for 
persons, beneficence, and justice-which are the three quintessential requirements for the ethical 
conduct of research involving human subjects. It is based on a succession of judgments made by 
a variety of individuals in the context of DHHS regulations. Scientists, ethicists, lawyers, 
advocacy group members, and. most importantly, private citi^ns look at research protocols and 
weigh risks and potential benefits. 

Let me take a moment to give you some background on the deveIo|xnent of human 
subject protections. Our modern-day system began with the Nuremberg Code, which 
developed for the Nuremberg Miiitaiy Tribunal to provide standards by which to judge the 
human experimentation conducted by the Nazis. Many of the Code’s principles regarding the 
ethical conduct of research involving human subjects still are followed today. It was followed in 
1964 by the World Medical Association’s Declaration of Helsinki: Recommendations Guiding 
Medical Doctors in Biomedical Research Involving Human Subjects', and in 1966, NIH issued 
“Policies for the Protection of Human Subjects." which established the institutional review board 
(IRB) as one mechanism through which human subjects would be protected. 

As I have mentionai. it was in .May 1 974 that the DHHS regulations were issued, 
elevating to regulatory status NlH's "Policies." Then in July 1974, the National Research Act 
was enacted, which established the National Commission for the Protection of Human Subjects 
of Biomedical and Behavioral Research. The activities of the National Commission, which was 
active from 1 974 to 1 978. culminated in the development of the Belmont Report: Ethical 
Principles and Guidelines for the Proieciion of Human Subjects of Research. The Report set 
forth the three basic ethical principles underlying the acceptable conduct of research involving 
human subjects, mentioned above, which continue to guide us today. Over the yeara, the DHHS 
regulations have been revised six times, adding additional protections for vulnerable populations. 
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Who is invoived in protecting human subjects? The architecture of the current system 
involves at least half a dozen levels of protection. Ultimately, protection depends on several 
factors. First, the clinical investigator must be scientifically well-trained and also aware of his or 
ethical r^ronsibllities as a researcher, and committed to bodi tlte ^vancement of loKiwledge 
and wel&te of r^earch participants. Hie initial planning of tite reiteazch pmtocol is a vital 

part of the jmotection of hiunan subjects, during which time tiie lesemchers p^orm a thorough 
review of the literatuie in order to develop a tesearch plan and also to identify and articulate any 
potential risks assiciated with the research. The investigators must consider both benefits md 
risks associa^ witii the research, build in safeguards for r^earch participants, and formulate an 
extensive process to inform potentid participants, to obtain informed consent for participation, 
and to document the consent. 

Second, there is review and apjHovai of the research protocol by a iO(^ IRB, a 
requirement of tiie DHHS regulations for Federally-suppoit©d research. Although non-Federal 
research is not covered by these regulations, you should be aware that the DHHS regulations are 
in general use by others as wrell. Many institeiions voluntarily follow DHHS regulatiom for all 
their research. Following IRB review, additional review responsibilities rest wth 1 ) tiic 
executive official of the research site; 2) the scientific review group at theNlH (generally, 
within the Division of Research Grants, or within an NIH Institute or Center [IC]); 3) the 
Advisory Council or Board of the funding IC; and 4) the executive official of the funding entity. 
Each has the authority to raise concerns about human subjects issues and to request further 
evaluation and correction of any problems found. 

Once multiple review of the proposed study design and informed consent documents has 
been accomplished, and the proposal is funded, there is the crucial interaction bet^en the 
rerearch volunteer and the research investigator. It is at this point timl the infomred consent 
process begins — when the research volunteer is apprised of what will be required for his/her 
participation in the study, including known associated risks. The informed consent document is 
only one component-the written component--of the informed consent process. I will describe 
the ^fticuiars of informed consent lato’. There also may be several individuals involved with 
the research volunteer during the process of obtaining infoimed consent, and throughout the 
course of the study, such as the nursing and scientific staff, as well as a physician. There also 
may be a consent auditor or monitor, or an advocate for the research subj^t to ensure that 
research subjects understand and are kept informed of any risks or proposed changes. 

Rote of the IRB 

The role of the IRB is to protect the rights and safeguard the welfare of human research 
subjects. As I mentioned earlier. IRB review is required by DHHS regulations. The iRB must 
be established at the local level and have a minimum of five people, including at least one 
scientist, one nonscienrist. and one person not otherwise affiliated with the institution conducting 
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the research study. Having the IRB at the research site is ^ cornerstone of our system of 
protection of human subjects. IRB review is a prospective and continumg review of die research 
by an impartial group of individuals, ^\ho are in the best position to know the resources of the 
institution, the c^bilities and reputations of the investigators and staff, and the i^vailing 
values and ethics of the commimity and, thus, the likely subject population. No federally- 
funded human subjects research may be initiated, and no ongoing federally-funded research may 
continue, in the absence of ah IRB ^proval. The NIH cannot provide funds for human subject 
research unless an IRB approves the protocol for such studies. 

Once research is initiated that involves human subjects, IRBs have continuity 
responsibilities. These include the conduct of continuing review at intervals appropriate to the 
degree of risk, but not less than once per year; the authority to observe or have a third party 
observe the consent process and the research; prompt reporting of any unanticipated problems 
involving risks to subjects or others, or any serious or continuing noiK^ompliance with the IRB’s 
requirements or determination, or with the regulations; and authority to suspend or terminate IRB 
approval of research that is not being conducted in accord with the IRB’s requirements or that 
has been associated with unexpected serious harm to subjects. 

Data and Safety Monitoring Boards 

An additional layer of review that is sometimes employed is an independent Data and 
Safety Monitoring Board, or "DSMB." appointed to oversee and to evaluate the research 
investigation. Size and make-up of DSMBs vaiv” however, most include physicians with 
expertise in the disease under study, gained either through patient care or in the conduct of 
research, statisticians, and experts in scientific specialities. A patient advocate also may be 
included among the members of a DSMB. At periodic intervals during the course of a research 
study, the Data and Safety Monitoring Board reviews the accumulated data and makes 
recommendations on the continuation, or modification, of the study. 

Institutional Officials 

The final responsible party at the applicani/graniee institution is the institutional official, 
who signs-off on the research project when the application is submitted to the funding agency 
and assumes responsibility for the research project on behalf of the institution when the award is 
accepted. 

Those directly involved with the protection of human subjects on behalf of the NIH are 
the members of peer review groups, the Director and other staff of the funding institute or center, 
and the Office for Protection from Research Risks (OPRR). Located administratively at the NIH, 
OPRR exerts extensive oversight of the entire process of human subject protection for HHS- 
supponed research. Among its many responsibilities, the OPRR develops and monitors, as well 
as exercises compliance oversight relative to. DHHS regulations; establishes criteria and 
negotiates Assurances of Compliance with institutions engaged in DHHS-supported research 


3 



51 


involving human subjects in research; conducts programs of clarificatioa and guidance for both 
the Federal and non-Federal sectors with respect to the involvement of humans; and evaluates the 
effectiveness of DHHS policies and programs for the protection of human subjects. OPRR plays 
a major role in ensuring that human subjects of research are informed and protected and that 
thorough investigations of human subjects concerns are conducted. OPRR also investigates 
complaints tixsn research subjects and oth^ concerned with tiieir wd&re, and conducts a 
national program to educate the r^earoh community about human sulgect f^tections. 

Members and staff of NIK scientific review groups and advisory councils evaluate the 
proposed involvement of human subjects in the research and identify questions, suggestions 
concerns regarding protection of human subjects in the activity. These are communicated 
directly to the applicant before an award decision is made. If “concerns” are expressed by the 
review body, NIH program staff, with assistance from OPRR, work with the principal 
investigator and the institution to resolve any human subject “concerns” before a project is 
eligible for award. Grants management staff confinn that an ^licabie Assurance of 
Compliance and IRB approval have been obtained prior to a^^ni. Once these steps are 
completed, the Institute or Center Director makes the decision whether or not to ftund tite 
research project. 

A Perfect System? 

While I have emphasized the multiple layers of protection inherent in this system, I 
know you are most concerned about the possibility that this system can somehow fell. Wc 
acknowledge that despite our best efforts, there are occasions when the systems for protection are 
not perfect or the individuals charged with ensuring adcqimcy of these protections are unable to 
foresee potential problems-that is. there is always room for improvement in any system, 
including human subject protections. There have been research studies that have required further 
evaluation for human subjects concerns. To give you a sense of the kinds of problems we have 
encountered. I will relate brief accounts of selected research studies involving human subjects 
concerns and highlight actions taken to address them. 

In one well-publicized instance, concern was raised about the proper explanation of 
research procedures and risks in the informed consent process for a study involving research 
subjects with schizophrenia at the University of California at Los Angeles (UCLA). After 
extensive OPRR review of concerns voiced, and of the institution’s informed consent practices in 
general, it was determined that the IRJB did not exercise sufficient oversight of the informed 
consent process. The institution was directed to revise the informed consent process. In 
addition. OPRR instituted close monitoring of the institution's human subjects activities, and 
issued a repon on the investigation of UCLA activities relative to this protocol. As a result of 
this occurrence, the Acting Director of the National Institute of Mental Health (NIMH), the 
funding entity for the study, sent letters to over 200 clinical investigators to provide each with a 
copy of the OPRR report and to request that they carefully scrutinire all informed conrent 
documents for full compliance with the OPRR recommendations. In 1995, the Institute released 
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a program announcement—Infoimed Consent in Clinical Mental Health Reseaich~to expand 
upon previously funded research on informed consent. NIMH also has sponsored, and co- 
sponsored with advocacy groups, a number of workshops and conferences aimed at addressing 
issues specific to mental illness in clinical research. 

In a second instance, concern was expressed about the misuse of an expedited IRB review 
process. OPRR identified failure of leadership within the IRB as the root of the problem, 
msulting in resignation of the IRB chairman. Sometimes, an OPRR review leads to a finding 
that the concerns were unfounded as in the case of another institution. OPRR followed up on 
concerns that were raised about whether a particular IRB was properly conducting the required 
annual review of continuing research. The institution demonstrated to OPRR that some 2,000 
research protocols involving human subjects had, indeed, received continuing review by the IRB 
in accord with DHHS regulations. 

Protection of Vulnerable Populations 

Let me return briefly to the specific responsibilities of the IRB and the concerns IRBs 
must address. IRB review assures that risks are minimized; risks are reasonable in relation to 
anticipated benefits; selection of subjects is equitable; there is proper informed consent; and the 
rights and welfare of subjects are maintained in other ways, as well. This is particularly 
important when subjects are likely to be vulnerable to coercion or undue influence. 

What populations are judged to be vulnerable? IRBs pay careful attention to research 
involving children, prisoners, pregnant women, individuals with mental disabilities, individuals 
who are economically disadvantaged, and individuals who are educationally disadvantaged. 

The DHHS regulations provide extra protection for vulnerable subjects in several ways. 

If an IRB regularly reviews research that involves a vulnerable category of subjects, 
consideration must be given lo including as IRB members one or more individuals who are 
knowledgeable about and experienced in working with the vulnerable population. When some or 
all of the subjects are likely to be vulnerable to coercion or undue influence, IRBs must see that 
additional safeguards are included in the study protocol. Specific, detailed protections are 
actually uritten into DHHS regulations pertaining to pregnant women, fetuses, human ova 
fertilized in vitro , prisoners, and children. I would like to highlight some of the additional 
protections in place for several of these vulnerable groups. 

Children 

Recognizing the need for special attention to pediatric subjects of research, it is assumed 
that children are incapable of providing informed consent. As such, special protections are 
mandated for this vulnerable population. As required by regulation, parents or legal guardians 
must give proxy consent, termed "permission.** for their children to participate in research 
protocols, and in most cases the children must agree ("assent”) to their participation. In 
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protocols involving only minimal risk or those involving greater than minimal risk but which 
have the prospect of direct benefit to the child, only one parent must give permission. In 
protocols involving a minor increase above minimal risk or more than a minor increase above 
minimal risk in which the child stands not to benefit, both parents must sign a form giving their 
permission. Any research of greater risk and not intended to braefit the child can only be 
approved after review by a panel of txpats and publication of die ai^val in the Federal 
Register. 

As an additional protection— with specific, rare exceptions— children between die ages of 
7 and 18 who are capable of understanding that they are involved in a research project are 
required to sign an “assent” forni, which acknowledges their agreement to participate in a 
research protocol. Much care is given to writing assent forms in readily understandable language 
that is age-appropriate and to providing simple oral explanations, sometimes accompanied by 
visual demonstrations widi dolls or by role-playing. Research investigators and nursing staff are 
often assisted in the “asrent” process by patient advocates and asrent ai«3itors who are i»t 
involved in the research project in order to avoid any possibili^ of coercing the child into 
participating in the protocol. 

Persons with Mental Illness or Dementia 

Although there are no DHHS regulations providing specific protections for persons with 
mental illness or dementia, NIMH is giving special attention to informed consent issues related 
to their involvement in research studies. Recognizing die many issu<s suirounding patients with 
mental illness, the NIMH co-sponsored with the National Alliance for the Mentally 111 (NAMl) a 
series of meetings, including a symposium at the NAMl annual meeting, to discuss eliucal issues 
concerning human subjects with mental illness in biomedical research. The NIMH and NAMl 
now arc planning co-sponsorship of a meeting with a broader group of participants to develop a 
series of principles to guide informed consent with potentially cognitively impaired subjects. 
NIMH also sponsored a conference, Ethical and Human Subjects Issues in Mental Health 
Research with Children and Adolescents, to discuss the specific ethical challenges involved in 
this research. In addition, the NIMH and OPRR co-sponsor regional workshops to focus on 
human subject issues in clinical research with panels that specifically focus on mental health 
clinical research. These workshops, held throughout the country, are attended regularly by 
approximately 1.000 IRB members and researchers, annually. 

issues of informed consent are of particular concern for the elderly population, 
particularly with regard to Al 2 iheimer*s disease patients and others with diminished cognitive 
capacities. The National Institute on Aging (NI A) is participating in a Request for Application 
on informed consent in research involving human subjects, which I will discuss later. NIA is 
particularly interested in the role of cognitive function in aging, and the ability of the elderly to 
understand and remember so that information related to the conrent jrocess Is meaningful. 

In addition, the NIA issued an announcement in the NIH Guide to Grants and Contracts, 
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in October 1 996 on “Implementation of Policies for Human Intervention Studies ” This notice 
codifies ^ditional oversight on the part of NIA Program Administrators to ensure the safety of 
participants in NlA-supported intervention studies. 

Beyond fiiese and the general NlH-wide guidelines on protection of human subjects, the 
NIA has no formal written guidelines for informed consult for research wifii Alzheimer’s disease 
patients. However, efforts are being made to maintain consistent practice across large multi-site 
clinical studies. For the Aizheimer’s Disease Cooperatiw Studies Program, the Principal 
Investigator reviews the consent forms fix)m each site for consistency and appropriateness. 

In addition, the NIH Warren Grant Ms^uson Clinical Center— together with the OPRR, 
the NIMH, the NIA, the National Institute of Neurological Diseases and Stroke, and other NIH 
institutes— has pioneered the concept of the durable power of attorney ^)plied to research 
participation, whereby individuals, while competent, could identify someone to represent their 
best interest and provide proxy informed consent should they later become cognitively impaired. 
The classic example of when this would be used is with participants in a study of progressive 
dementias. 

Drug Abusers 

The National Institute on Drug Abuse (NIDA) recognizes the importance of drug users 
(as well as other human subjects) to drug abuse research, and the special attention that must be 
given to ensuring informed consent in this special population. Therefore, NIDA and its National 
Advisory Council on Drug Abuse have developed recommended guidelines for the 
administration of drugs to human subjects, which address the ethics of human subject research in 
general and research involving special populations in particular. In Edition to the roles that the 
IRB and OPRR play in ensuring the protection of participants in NIDA research studies, the 
Institute adheres to the basic principle and provides guidance that the investigator has the primary 
responsibility for the protection of vulnerable subjects. The investigator must give adequate 
consideration to the mental and physical conditions and motives of the individuals in terms of 
their ability to fully understand the context of the informed consent. If there is a question about a 
potential subject s ability to give meaningful and informed consent, an independent clinician, 
ethical consultant, or uninvolved third party with appropriate qualifications should be asked to 
evaluate this ability if the subject is to be entered or continued in the study. 

Return to drug use is a key issue addiction treatment research, and relapse cannot be 
studied without the use of individuals who have taken drugs. Research that requires 
administration of drugs to individuals who are addicted to drugs warrant special attention, 
however. There are a number of extremely important issues that need to be addressed by 
scientists considering or evaluating requests to conduct research using drug-addicted individuals. 
Medical and neurological examinations and screenings must be made to ensure the absence of 
any medical or mental condition for which further drug exposure would be contraindicated. A 
thorough assessment of the risks entailed if the participant is to be exposed to a higher drug dose. 
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rate of administration, and/or new route of administration than they would normally use must be 

made. Finally and most importantly, investigators must make a serious and concerted effort to 
link these uuhviduals to drug abuse treatment and other medical care. 

The effects of drug wc on adolescents is a m^or isa» in drug aimse researdi and 
children are often involve in dn^ abuse ineventioQ research. If die hypothesis being tested 
lequires die involvmnent of individuais under age 18 and the bei^t omweighs tibe potential 
ri^, the investigator musA: (1) obtain the individual’s consent and/or assent to pardcipate in the 
study; (2) obtain permission from the parent(s) or guardian for die individual to participate in the 
study; and (3) comply with any applicable local laws governing simh research. 

Assurance of Compliance With Human Subjects Regulations 

The DHHS regulations for Protection of Human Subjects are not a set of rules timt can be 
applied rigidly to make determinations of whether a proposed msearch ^vity is ethically 
''right" or "wrong.'’ Rathw, they are a framework in which investigators, IRB membera, and 
others can ensure that serious efforts have been made to protect the rights and welfare of research 
subjects. 

OPRR oversees implementation of the regulations in all DHHS facilities as well as 
domestic and foreign institutions or sites receiving DHHS hmds. OPRR requires that each 
DHHS agency Mid extramural research institution that conducts res^ich involving human 
subjects set ibrUi the prtKedures it will use to protect human subj^ts in a policy statement called 
an "Assurance of CtKnpliance.” An Assurance statement is a formal, written commitment to: 1) 
widely-held ethical principles; 2) the DHHS regulations for Protection of Human Subjects; and 
3) institutional procedures adequate to safeguard the rights and welfare of human subjects. The 
terms of the institution's Assurance are negotiated with OPRR. The detailed, written Assurance 
statement becomes the instrument that OPRR uses to gauge an institution's compliance with 
human subject protections if there is a problem. 

At OPRR's discretion, institutions with large re^arch portfolios and demonstrated 
expertise in human object protection may be granted a Multiple Project Assurmice (MPA). An 
MPA. as the term implies, is an institution s pledge of full human subject protections for all 
federally-funded projects at the institution. More than 450 institutions currently hold an MPA. 

As an agency regulated by OPRR. the Nil! Intramural Research Program, with 14 Institutional 
Review Boards overseeing research conducted at the NIH itself, has a Multiple Project 
Assurance from OPRR. 

informed Consent 

All present today know how integral, and how crucial, the process of informed consent is 
to the protection of human subjects. Many have a general pictin^ of informed consent, and it is 
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useful to add higher resolution to that picture. DHHS regulations specify 14 elements of 
informed con^t. Of these, eight are required and are designed to ensure that research subjects 
are fully informed about the studies in which they are to enroll, the risks and benefits, if any, as 
well as dieir rights with regard to participation in DHHS-sponsored research. These are 
highlighted below. 

1) A statement that the study involves research, an explanation of the purposes of the research 
and the expected duration of the subject's participation, a description of the procedures to be 
followed, and identification of any procedures that are experimental. 

2) A description of any reasonably foreseeable risks or discomforts to the subject. 

3) A description of any benefits to the subject or to others that may reasonably be expected from 
the research. 

4) A disclosure of ^propriate alternative procedures or courses of treatment, if any, that might 
be advantageous to the subject. 

5) A statement describing the extent, if any. to which confidentiality of records identifying the 
subject will be maintained. 

6) For research involving more than minimal risk, an explanation as to whether any 
compensation will be paid, whether any medical treatments are available if injury occurs, and, if 
so. what they consist of, or where further information may be obtained. 

7) An explanation of whom to contact for answers to pertinent questions about the research and 
research subjects' rights, and whom to contact in the event of a research-related injury to the 
subject. 

8) A statement that participation is voluntar> . that refusal to participate will involve no penalty 
or loss of benefits to which the subject is otherwise entitled, and that the subject may discontinue 
participation at any lime without penally or loss of benefits to which the subject is otherwise 
entitled. 

A researcher who seeks to recruit an individual for research without conveying these 
elements of information in language understandable to the potential subject is not obtaining 
informed consent. 

Implementing informed consent is a dynamic endeavor, and we are always seeking new 
perspectives. For example, a June 2. 1^97. conference co-sponsored by the National Cancer 
Institute, the NIH Office of Research on W omen s Health, the National Action Plan on Breast 
Cancer, and others, will seek to identify principles and models for prospectively obtaining, 
storing, and utilizing stored tissue specimens for research. Also, the National Bioethics Advisory 
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CominissioQ (NBAC)» vM^ is charged with providii^ guidance to Fedezal ^eocies on die 
ethical conduct of curroit and hiture homan biological and bdiaviontl research is reviewing all 
of the human subject protections for their adequacy and appropriateness today. 

Special Considerations in Informed Consent 

With any set of regulations, situations arise that require special consideration. DHHS 
regulations for Protection of Human Subjects do jwovi<fc avem»s for such occurreiM^s, 
recognizing that certain consent jHocedures with IRB a^rovai nc« include or may dter 

some or all the elements of infonned consent, or that a waiv«- of the infonned consent 
requirement may be made. These avenues may only be used in certain narrow circumstances. 
The DHHS regulations (45 CFR 46. 1 1 6(d)) provide for waiver of the requirements to obtain 
informed consent when all four of the following circumstances pertain: 

■ the research involves no more than minimal risk to the subjects; 

("Minimal risk" means that the probability and magnitude of harm or discomfort 
anticipated in the rese^ch are not greater in and of themselves than tho^ ordinarily 
encountered in daily life or durii^ the performance of routine physical or psychological 
examinations or tests [45 CFR 46.102(1)3.) 

■ the waiver, or adteration, of consent will not adversely affect the rights and welfare of the 
subjects; 

■ the re^arch could not practicably be carried out without the waiver or alteration; and 

B whenever appropriate, the subjects will be provided with addidoimi pertinent inform^on 
after participation. 

IRBs are required to make and document these judgments. 

Research on Informed Consent 

Despite the specificity of Federal regulatory language on informed consent, its endurance 
through many years, and the enthusiasm with which all ^ihero to it, there is little empirical 
work in existence to document the degree of understanding achieved by research participants. 
There is a paucity of data that bear upon, for example: 1 } research subjects' comprehension of a 
study's methods and procedures: 2) subjects' understanding of relative risks and benefits of 
participation; 3) subjects' understanding of confidentiality and any exceptions to confidentiality; 
and 4) subjects' understanding of the implications of withdrawal from a study. Such data are 
needed to aid in designing informed consent procedures that are readily comprehended by 
prospective participants and. at the same time. im|^ all critical infonnation. 

In this vein, the NIH has jotn«i with the Department of Ene^ and the De|»rtment of 
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Vetmns’ Affairs in a Request for Applications (RFA) for origmal research proposals in the area 
of "*lnfonned Consent in Research Involving Human Participants.*’ The sponsoring organizations 
are jointly issuing this RFA because voluntary informed consent is the defining aspect of 
interactions between researchers and participants, and is integral to the conduct of die scientidc 
research funded by all of these organizations. One of the goals of this RFA is to bring together 
perspectives of these different agencies, since their different research foci reflect a diversity of 
issues relating to informed consent. Of course, many fecets of understanding the informed 
consent process are shared, and hence a coiidiined effort is efficient for the agencies and 
scientists alike. Such data should be useful in designing informed consent procedures that are 
readily comprehended by prospective participants and impart all critical information. The goal of 
the present initiative is to develop and test alternative strategies for obtaining informed consent in 
diverse populations and determine optimal ways to obtain informed consent for research 
participation. 

The three agencies have set aside funds in FY 1997 to support projects in response to this RFA. 
More than 80 proposals were submitted by the March 1 1, 1997, closing date for receipt of 
applications. These three agencies are igniting the engine of research in an area that has for too 
long been under explored. 

Conclusion 

In the final analysis, Mr. Chairman and Members of the Subcommittee, research 
investigators, institutions, NIH. and DHHS are stewards of a trust agreement with the people 
who volunteer to be research subjects. We have a system in place that to the greatest degree 
possible 1 ) minimizes the potential for harm; 2) enables and protects individual, autonomous 
choice; and 3) promotes the pursuit of new knowledge. By doing so, we protect the rights and 
welfare of our fellow citizens who make a remarkable contribution to the common good by 
electing to volunteer for research studies. We owe them our best effort. 

Thank you. Mr. Chairman. 1 will be pleased to answer any questions you may have. 
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Mr. Shays. Thank you, Dr. Varmus. Thank you. And Ms. 
Pendergast. 

Ms. Pendergast. Thank you, Mr. Chairman, members of the 
subcommittee. Good morning. 

Mr. Shays. Good morning. 

Ms. Pendergast. The Food and Drug Administration has put 
forward a longer written statement concerning the human subject 
protection system and the FDA’s bio-research monitoring program. 
This morning I would like to briefly describe to you our regulations 
concerning research in life or death emergency situations. 

Medical research is important. But the rights of human subjects 
in clinical trials are more important. Our attitude is grounded in 
the laws, in the ethical principles set forth in the post-World War 
II Nuremberg Code, in the Declaration of Helsinki, and above all 
in our conscious as individuals and as officials responsible for the 
protection of consumers and the public health. 

We fully believe that medical research, which is intrinsically haz- 
ardous, must be conducted with complete integrity, that it must not 
be carried out at the expense of human subjects, and the their in- 
formed consent is the bedrock protection of their rights and self-in- 
terest. Therefore, when we had to consider the possibility of re- 
search without informed consent, we approached the task with 
great caution. We were asked to explore this option because new 
technology makes possible products that hold out the promise of 
saving lives in emergencies that were regarded as hopeless only a 
few years ago: lives of people who are close to death, cannot com- 
municate, and require immediate treatment but whose condition 
has no proven remedy. To make this type of critical research pos- 
sible while providing the maximum protection for the patient, we 
conducted extensive, indepth consultations with leading ethics, 
legal, research, patient advocacy, and minority communities. 

With their assistance, and in cooperation with the National Insti- 
tutes of Health, we issued in September 1995 a proposal that drew 
16 negative comments, mostly from individuals who believed that 
informed consent should never be waived under any circumstances 
whatsoever. The other 74 commenters were strongly supportive. 
They included the National Stroke Association, the Brain Injury 
Consortium, the National Head Injury Foundation, the American 
Heart Association Emergency Cardiac Care Committee, the Amer- 
ican College of Emergency Physicians, and the Applied Research 
Ethics National Association. 

Our rule, Mr. Chairman, demands that informed consent be ob- 
tained whenever possible, but it also allows a waiver of informed 
consent in extremely limited emergency situations while safe- 
guarding the subject’s rights with overlapping layers of protection. 
The basic preconditions of the waiver are that the subject’s life is 
threatened by an extremely serious condition, such as heart attack, 
stroke, or traumatic head injury; there is no proven or approved 
treatment; the intervention must be studied to determine what 
intervention is most beneficial; and informed consent of the subject 
or the legal representative is not feasible for several clearly defined 
reasons. 

If all of these preconditions are met, the IRB — the Institutional 
Review Board — can waive the consent requirement in a particular 
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trial, but the subject’s rights are protected in other ways. The IRB 
must find that the research holds out the possibility of direct ben- 
efit to the subjects. We call this clinical equipoise. The FDA must 
engage in a heightened review. We apply higher standards than 
usual to this research. There must be public disclosure of the pro- 
posed study to the community in which the research will take 
place. And the Institutional Review Board must consult with that 
community. The community must be engaged in the question of 
whether or not the research should go forward in their community. 
There must be public disclosure when the study is done. And there 
must be an independent safety and monitoring board. Finally, the 
researchers must continue to search out family members, next of 
kin, legal representatives, so that they or the person who, if the 
person becomes conscious, can be told about this study and asked 
whether they want to continue with it. 

Mr. Chairman, these are merely the highlights of a complex sys- 
tem that is more fully described in my written statement. Let me 
close by assuring you that we and the many ethicists with whom 
we worked did our utmost to devise a system that exhaustively pro- 
tects the subjects while saving their lives. The rules are too recent 
to pass any judgment on them. But we are committed to careful 
oversight of the rule’s used. And we will modify the rule if needed. 
Thank you for your attention. 

[The prepared statement of Ms. Pendergast follows:] 
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I. X1I7ROD0C^IOH 

Hr. Chairman an<i Ksmbers of the Subcommittee, good morning. I 
am Hary K. Pendergast, Deputy Commissioner and Senior J^visor 
to the Commissioner of Food and Drugs, U.S. Food and Drug 
Administration (FDA) , I am pleased to be here today to discuss 
the Agency's policies with respect to the protection of human 
subjects In biomedical research. I will discuss the basic 
structure for human subject protection in the United States, 
the interconnection between FDA and Department of Health and 
Human Services (DHHS) regulations, and emerging issues in 
informed consent, including our exception to the informed 
consent requirements for those patient populations who are in 
need of immediate medical intervention but who are unable to 
give consent because of their medical condition. But first I 
will set out the protections the Federal Food, Drug, and 
Cosmetic Act (FD&C Act) and the FDA's regulations afforded to 
research subjects, and the Agency's mechanisms to monitor and 
enforce those protections through Institutional Review Boards 
- (IRBs) , our Bioresearch Monitoring program, and educational 
efforts. 

XI. FH&'S wsmmom ma RSSUIATOEIf BABXS for XRFORHED (K>HSE2iT 
The FD&C Act and its implementing regulations are one part of a 
complex system of safeguards that has been designed to promote 
the highest ethical principles described in the post-World 
War II Nuremberg Code, the World Medical Association's 
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Declaration of Helsinki, professional codes of ethics, and the 
reports and recoamendations of the national coniaission for the 
Protection of Hunan Subjects of Bionedical and Behavioral 
Research. 

In the system of safeguards that has evolved over the years, 
there are multiple levels of protection provided to research 
subjects. Each participant in a research effort — the company 
that sponsors the research, the physician who conducts the 
research, and the IRB — is obliged to protect the Interests of 
the people who are taking part in the experiments. The FDA's 
responsibility is to see that the safeguards are met. 

A. ReBpo nslblllties of the Research Sponsor 
The sponsors of research — usually, manufacturers or academic 
bodies, but sometimes individual physicians — must select 
well-gualified clinical investigators, design soientifically- 
sound protocols, make sure that the research is properly 
conducted, and make certain that the clinical investigators 
conduct the research in compliance with informed consent and 
IRB regulations. The sponsor also has the obligation to make 
certain that any IRB reviewing one of its studies comports with 
FDA's IRB regulations. Sponsor obligations are set forth in 
the FDA's regulations that govern the design and conduct of 
clinical trials, and the reguirements for submission of 
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applications to coi^uct clinical rese 2 arch (21 CFR Parts 312, 
3X4, 601, 812, 814} . 

Um Resiaonsibllities the Re searcher 

The primary regulatory obligations of the clinical investigator 
are to: 1} follow the approved protocol or research planr 2) 
obtain informed consent and eiisui^ that the study is reviewed 
and approved by an IRB that is constituted and functioning 
according to FD& requirements; 3) maintain adequate and 
accurate records of study observations (including adverse 
reactions); and, 4} administer test articles only to subjects 
under the control of the investigator. 

The essential core of FDA*s informed consent regulations, 

21 CFR Part 50, is that the clinical investigator must obtain 
the informed consent of a human subject or his/her legally 
authorized representative before any FDA-regulated research can 
be conducted. The researcher has to make sure that, whenever 
possible, the study participants fully uMerstand the potential 
risks and benefits of the experiment before the experiment 
begins. The information provided must be in a language 
understandable to the subject, and should not require the 
sidDject to waive any legal rights or release those conducting 
the study from liability for negligence. Specifically, the 
clinical investigator must give the following information to 
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research subjects in seeking their informed consent to 

participate in research: 

• K statement that the study involves research, an 
explanation of the purposes of the research, the expected 
duration of the subject's participation, a description of 
the procedures to be followed, ai^ identification of any 
procedures which are experimental; 

• A description of any reasonably foreseeable risks or 
discomforts to the subject; 

• A description of any benefits to the subject or to others 
which may reasonably be expected from the research; 

• A disclosure of appropriate alternative procedures or 
courses of treatment, if any, that might be advantageous 
to the siibject; 

• A statement describing the extent, if any, to which 
confidentiality of records identifying the subject will be 
maintained and that notes the possibility that FDA may 
inspect the records; 

• For research involving more than minimal risk, an 
explanation as to whether any compensation and any medical 
treatments are available if injury occurs and, if so, what 
they consist of, or where further information may be 
obtained^ ; 


^"Minimal risk" in both FDA and HHS regulations means that, 
"the probability and magnitude of harm or discomfort anticipated 
in the research are not greater in and of themselves than those 
ordinarily encountered in daily life or during the performance of 
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• An explanation of whom to contact for answers to pertinent 
questions about research and research subject's rights, 
and whom to contact in the event of a research-related 
injury to the subject? and, 

• A statement that participation is voluntary, that refusal 
to participate will involve no penalty or loss of benefits 
to which the subject is otherwise entitled, and that the 
stabject may discontinue participation at any time without 
penalty or loss of benefits to which the subject is 
otherwise entitled, (21 CFS, 50.25(a)) 


Depending on the nature of the research, other "additional" 
elements are required if they are appropriate to the research. 
These additional elements of informed consent include 
information about the anticipated circumstances under which the 
investigator may terminate the subject's participation, any 
additional costs to the subject that may result from 
participating in the research, the consequences of a subject's 
decision to withdraw from the study, a statement that the 
research may involve risks that are currently unforeseeable, a 
statement that significant new findings will be provided to the 


routine physical or psychological examinations or tests.” (21 CFR 
50.3(1), 56.102(1), and 45 CFR 46.102(1)) This definition is a 
key factor in the HHS regulations in its criteria for when 
informed consent may be waived. FDA and HHS published a list of 
categories of research in the 1981 Federal Register that could be 
reviewed by expedited means when they impart no greater than 
minimal risk. 
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subject, and the approximate number of subjects in the study. 
(21 cm S0.2S(bj) 

In short, the clinical investigator must tell the human 
subjects important information about the study and its 
potential consequences, so that the person can decide whether 
to be in the experiment. The entire informed consent process 
involves giving the subject all the Information concerning the 
study that he or she would reasonably want to know; ensuring 
that the subject has comprehended this information; and 
finally, obtaining the siOsjeot's consent to participate. The 
process, to be meaningful, should involve an opportunity for 
both parties, the investigator and the subject, to exchange 
information and ask questions. It is up to the clinical 
researcher to make certain that, as best as possible, the 
person understands the information. To acknowledge that the 
person has received the information and has consented to the 
research, FDA also requires the clinical investigator to 
document in writing that consent was obtained. We recognize 
that the documentation of informed consent represents only one 
part of the entire consent process. The consent form itself is 
an aid to help ensure that a required minimum amount of 
information is provided to the subject and that the subject 
consents. 
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An IRB is a group formally designated to review, approve the 
initiation of, and periodically review the progress of, 
biomedical research involving human subjects. The primary 
function of IRBs is to protect the rights and welfare of the 
people who are in clinical trials. 

FDA*s regulations, 21 CFR Part 56, contain the general 
standards for the composition, operation, and responsibility of 
an IRB that reviews clinical investigations submitted to FDA 
under sections 505(i), 507(d), and 520(g) of the FD&C Act. 

IRBs must scrutinize and approve each of the more than 3,000 
clinical trials that are conducted on FDA~regulated products in 
this country each year. IRBs must develop and follow 
procedures for their initial and continuing review of the 
integrity of each trial. Among other requirements, IRBs must 
make sure that -tiie risks to subjects are minimized and do not 
outweigh the anticipated study benefits, that the selection of 
participants is equitable, that there are adequate plans to 
monitor data gathered in the trial and provisions to protect 
the privacy of subjects and the confidentiality of data. The 
IRB has the authority to approve, modify, or disapprove a 
clinical trial. If an IRB decides to disapprove a research 
activity, it must notify, in writing, the investigator of its 
decision, state its reasons for the decision, and give the 
researcher an opportunity to respond in person or in writing. 
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The ZRB must approve the informed consent form that will be 
used. If it finds that the research presents no more than 
minimal risk of harm to subjects and involves no procedttres for 
whicax written consent is normally required outside the research 
context, the IRfi may waive the requirement that informed 
consent be documented. Where the documentation requirement is 
waived, however, the IRB may re^^lre the investigator to 
provide the research subjects with a written statement 
regarding the research, if the researchers fail to adhere to 
IRB requirements, the IRB has the authority and the 
responsibility to take appropriate steps, which may include 
termination of the trial. 

An IRB must consist of at least five members vith varying 
backgrounds to promote review of the covered research 
activities by persons of diverse disciplines. The IRB must 
have persons qualified in terms of professional experience and 
esqjertise. Considerations should be given to cultural, racial, 
and gender diversity, and sensitivity to such issues as 
community attitudes. If an IRB regularly reviews research that 
involves a vulnerable category of sxibjects, such as children, 
prisoners, pregnant women, or physically or mentally disabled 
persons, the IRB must consider including one or more members 
primarily concerned with the welfare of those subjects. The 
IRB must include at least one member whose primary concerns are 
in scientific areas, one member whose primary concerns are in 
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non-scientific areas, and one member who is not otherwise 
affiliated with the institution (one person may fulfill 
multiple roles) . No IRB may have a member participate in the 
IRB's initial or continuing review of any project in which the 
member has a conflicting interest, except to provide 
information requested by the IRB. 

The IRB is required to conduct continuing review of ongoing 
research at intervals appropriate to the degree of risk, but 
not less than once per year. It also has the authority to 
observe or have a third party observe the consent process and 
the research. IRBs are not required to register with FDA nor 
inform FDA when they begin reviewing studies. 

III. HUHAH SUBJECT PROTECTION ACTIVITIES 

FDA, which monitors the activities of research sponsors, 
researchers, IRBs and others involved in the trial, provides an 
additional layer of protection. We take no human right more 
seriously than the protection of people enrolled in clinical 
trials. 

hM FDA*s Bioresearch Monitoring Program 

In order to protect the rights and welfare of human research 
subjects and to verify the quality and integrity of data 
submitted to FDA in support of marketing applications, FDA 
monitors all aspects of FDA-^regulated research through a 
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comprehensive program of on-site inspections and data audits. 
FDA uses a combination of surveillance, enforcement, and 
education to achieve regulatory compliance. Under the Agency's 
Bioresearch Monitoring Program (BIMO) , FDA field investigators 
and headquarters' scientists conduct site visits of research 
sponsors, clinical investigators, contract research 
organizations, IRBs, radioactive drug research committees, and 
non-olinioal (animal) laboratories. In Fiscal Year 1996, FDA 
conducted approximately 1,070 inspections under the program.* 

The BIMO program is implemented through several compliance 
programs! 1) Good Laboratory Practice (GLP) Program (Kon- 
olinical Laboratory) ? 2) Clinical Investigator Program; 

3) Institutional Review Board Program; 4) Sponsor, Contract 
Research Organization, and Monitoring Program; 5) In Vivo 
Bioequi valence Program; and, 6) Radioactive Drag Research 
Committee (RDRC) Program. The Clinical Investigator Program 
and the IRB Program are the primary programs for ensuring 
compliance with %h.& informed consent requirements for human 
subjects in clinical trials. 


'Excludes color additives and radioactive drug research 
committee inspections, and includes domestic and foreign 
inspections . 
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rDAi* Inspsotlons of Cli&ieaX Investigators 

Under the Clinical Investigator Program, FDA conducts study- 
specific inspections and audits of physicians and other 
investigators conducting clinical trials of FDA-regulated 
products. In Fiscal Year 1996 FDA conducted approximately 700 
clinical investigator inspections. 

PDA carries out two principal types of clinical investigator 
inspections: 1) study- oriented inspections; and 
2 ) investigator-oriented inspections . Study-oriented 
inspections are conducted on studies that are important to 
product marketing applications, such as new drug applications 
(KDAs) , product license applications (PIAs) for biological 
products, and premarket approval applications (PHAs) for 
medical devices, that are pending before the Agency. 

The Agency routinely inspects and audits the pivotal studies 
upon which the Agency intends to base marketing approval of a 
new product. In these inspections and audits, FDA examines 
study records and findings, giving particular attention to 
protocol adherence and data integrity. We also look for 
documentation of informed consent and IRB review, approval, and 
continuing review of ongoing studies. 

An investigator-oriented inspection may be initiated as a 
result of complaints received from subjects about alleged human 
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subject^ protection violations or when a study sponsor or FDA 
staff raise concerns about an investigator. If a clinical 
investigator fails in his or her obligations, FDA can reject 
the study, disqualify the clinical investigator from doing 
additional studies, impose certain restrictions on carrying out 
future clinical investigations, and in cases of fraud, pursue 
criminal prosecution. The names of clinical investigators who 
are disqualified or restricted are publicly available and can 
be accessed through FDA*s hone page on the world wide Web. 

From 1993 through 1996, FDA disqualified four clinical 
investigators and imposed restrictions on the Investigational 
drug use of six other clinical investigators. 

FDA's Inspections of iRBs 

The primary focus of FDA’s IRB Program is the protection of the 
rights and welfare of research subjects, rather than validating 
the data obtained from research. FDA performs on-site 
inspections of XFBs that review research Involving products 
that FDA regulates, including IRBs in academic institutions and< 
hospitals as well as those independent from where the research 
will be conducted. All IRBs regardless of location or 
affiliation are required to conform to the same regulations and 
are inspected in accordance with t^e same cos^liance program. 

The inspectional data show that there are similar findings 
between types of IRBs. It has been demonstrated, however, that 
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IRBs being reinspected are more often found to be in compliance 
than those being inspected for the first time. 

The frequency of the inspections depends on the performance of 
the IRB and the nuiaber of clinical studies it is monitoring. 
FDA's approach to these inspections traditionally has 
emphasized obtaining compliance through education, explanation 
of requirements, and cooperation but the potential for 
regulatory or administrative sanctions also is important. 

The Agency has a very high standard for the quality of consent 
forms and applies this stringent standard during its 
inspections. We look to see whether the consent form includes 
all the information required by oar regulations and whether 
there are areas in which the consent form could be improved, in 
our judgment. (We recognize that even a consent form that we 
find adequate, if submitted to other groups of persons, could 
be modified to "improve" it further — so to at least some 
degree, the review of the adequacy of a consent form is 
subjective.) One of the reasons why we assign the review of 
consent documents to IRBs is because the IRB knows the most 
about its potential subject population and is best able to 
tailor the consent document to meet the information needs of 
that subject population. 
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The most common deficiencies that we find ares 1) lack of 
clarity about the person to contact if there are questions 
concerning the research and the research subject's rights in 
the event of a research related injury; 2) inadequate 
description of the research procedures to be followed; 3) 
inadequate description of available compensation if the sxdaject 
sustains injury as a result of the research; 4) Inadequate 
confidentiality statement; and, 5) inadequate description of 
alternative procedures that are available to subjects should 
they choose not to participate in the research.^ A deficiency 
in the informed consent document does not necessarily mean that 
the informed consent process was inadecpiate. It is the 
interactive information exchange that is most important to the 
informed consent process. FDA focuses on the consent fora 
during our inspections because it is the best evidence that we 
have of the basic information that was exchanged during that 
process . 

FDA can impose administrative sanctions when necessary to 
protect human subjects of research and in cases of significant 
non-compliance. Significant non-compliance may include 
inadequate review of studies, inadequate record-keeping 

’ FDA recently published a final rule requiring informed 
consent documents to be dated at the time of signature (61 FR 
57278, November 5, 1996) . Although a common practice, this was 
not previously required by regulation. This new rule permits FDA 
to verify that consent was obtained prior to a subject's entry 
into a study. 
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practices that are so deficient that IRB review and approval 
cannot be verified, or not obtaining adequate Informed consent 
from research sxibjects. FDA's sanctions include withholding 
approval of new studies that would be conducted at the 
institution or reviewed by the IRB, or directing that no new 
subjects be added to ongoing studies until corrections are 
made. In the most extreme cases of non-compliance, an iRB may 
be disqualified from serving as an IRB. Since 1993, 
approximately 59 warning letters have been issued and several 
consent agreements have been signed. To date, no IRBs have 
been formally disqualified by FDA, although several have ceased 
operations following FDA inspections. FDA also may ask the 
Department of Justice to initiate appropriate civil or criminal 
proceedings . 

The following is an example of an administrative action FDA has 
taken with respect to an IRB for noncompliance with the 
Agency's IRB regulations. 

In early 1994, FDA sent a warning letter to a major university, 
citing failure of the university and its IRB to protect 
adequately the rights and welfare of subjects in research. In 
this letter the Agency notified the IRB that it was no longer 
authorized to approve new studies, [under 21 CFR 56.120(b)(1)], 
and directed that no new patients be added to ongoing studies, 
[under 21 CFR 56.120(b)(2)]. 
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The university was instructed to: (1) ensure that the IRB 
receives and acts on all reports of unexpected adverse events 
in order to protect adequately the rights and welfare of all 
research subjects? (2) ensure that the IRB and the principal 
investigators are informed of their mutual responsibilities for 
initial and continuing review of IND studies, especially the 
timely submission and review of all progress reports? and 
(3) ensure that the informed consent documents meet FDA 
requirements and that the clinical investigator only uses 
informed consent documents approved by the IRB. 

In March 1994, FDA lifted its restrictions against the 
University after it agreed to correct the problems the Agency 
had fouivJ and documented the plan to accomplish this objective. 
At that time, FDA gave the university approval to again approve 
studies and add new patients to ongoing studies. 



FDA's protections extend beyond our national borders. All 
drug, biologic, and medical device studies conducted under an 
investigational new drug application (IND) or an 
investigational device application (IDE) are governed fay FDA 
informed consent and IRB requirements. Itegardless of the 
location of the research, our standard is the same. 
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In general, FDA also accepts foreign safety and efficacy 
studies that were not conducted under an IND or IDE provided 
that they are well designed, well conducted, performed by 
qualified investigators, and conducted in accordance with 
ethical principles acceptable to the world community. He 
recognize that standards for protection of human subjects vary 
from country to country. If FDA, however, is to accept the 
data, the conduct of these studies must meet at least minimum 
standards for assuring human subject protection. Therefore, 
for studies submitted to FDA which were conducted outside the 
United States (and not under an IND or IDE) , the Agency 
requires demonstration that such studies conformed with the 
ethical principles outlined in the Declaration of Helsinki or 
with the laws and regulations of the country in which the 
research is conducted, whichever provides greater protection of 
the human subjects. 

Thus, as is evident from the foregoing discussion, there are 
many different entities which must be involved in the 
protection of human subjects. FDA works hard to make certain 
that all of the entities understand their roles and 
responsibilities and that they live up to the expectations 
placed on them. The protection of the people of this country 
who are willing to participate in medical research demands no 
less. 
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C. FDA*s Educational Efforts 

On our own and in cooperation with other professional and 
governmental organizations, we strive to inform those 
conducting and overseeing clinical research of how to meet 
their responsibilities and why their doing so effectively is 
important to protecting the rights and welfare of the human 
subjects who rely on them. 

FDA has developed a set of over two dozen information sheets 
for IRBs and clinical investigators which address human subject 
protection issues — including informed consent — where 
questions or problems have arisen over the years. Each 
information sheet package includes the Belmont Report and the 
Declaration of Helsinki, important historical documents dealing 
with informed consent which might not be readily available to 
users, the FDA informed consent and IRB regulations, and a 
self-evaluation checklist for IRBs, cross-referenced to the 
regulations. FDA distributes the information sheets at 
professional conferences and meetings, through an automated 
facsimile system, and on FDA’s home page on the World Wide Web. 
More than 6,000 copies have been sent directly to IRBs and to 
individuals who have requested them. 

FDA staff frequently handle calls from IRB staff and members, 
clinical investigators, regulated industry representatives, and 
staff of other regulatory agencies on specific problem areas 
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and to give explanations of particular points in the 
regulations. When these contacts raise general issues, they 
are included in new information sheets. FDA also disseminates 
its educational message through articles and regular columns in 
professional journals. FDA's publications, including the 
Medical Bulletin (distributed to health professionals 
nationwide) and FDA Consumer , also include educational articles 
on human svibject protection issues. 

Professional conferences are an important arena for FDA's 
educational efforts. FDA recently held a one day national 
conference on human subject protection that was attended by 
over 500 people affiliated with IRBs, clinical research 
studies, and other Federal agencies. Additionally, FDA looks 
for opportunities to magnify the reach and effectiveness of its 
educational efforts by working with other organizations. For 
many years, FDA has cooperated with NIH's Office of Protection 
from Research Risks in a series of several educational 
conferences annually. The conferences are cosponsored by 
universities, medical schools, or other nonprofit institutions 
and are held in different parts of the country. A longstanding 
collcdjoration similarly exists with the premier professional 
organizations in the IRB field — Public Responsibility in 
Medicine and Research and the Applied Research Ethics National 
Association. On a less regular basis, human subject protection 
education efforts are made at meetings of other health 
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professional groups and at meetings sponsored by non-profit 
organizations where sponsors make up a large proportion of the 
audience. 

In addition to their inherent value in focusing attention on 
the importance of informed consent, FDA*s educational efforts 
support our enforcement and product approval missions. 

Educated researchers who devote appropriate attention to 
informed consent and other human subject protections are likely 
to conduct studies of high quality in other respects as well. 
Such studies are easier for FDA to review and audit, and 
approvals can be issued more rapidly. The ultimate beneficiary 
is the American public, both those who participate as subjects 
in research and those who are treated with the products 
approved on the basis of that research. 

IV. Interaction Between TOA ana Departmental Regulations 
Both FDA and the Department of Health and Human Services (HHS) 
have regulations pertaining to the protection of human subjects 
(21 Code of Federal Regulation (CFR) Parts 50 and 56 for FDA; 

45 CFR Part 46 for HHS) . The HHS regulations apply to research 
that is conducted or supported by HHS^; FDA's regulations apply 
to hiunan subject research involving products regulated by FDA, 
whether privately or publicly funded. These FDA-regulated 


^The implementation of these regulations is the 
responsibility of the National Institutes of Health (NIH) . 
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products include, for exaaple, investigational drugs, 
biologies, and medical devices. The FDA and HHS regulations 
are essentially identical, with differences only where required 
to reflect the distinct statutory mandate of the organizations 
and the focus of FDA regulations. 

The two agencies apply the regulations in ways fitting their 
distinct missions. HIK implements the HHS regulations through 
assurances made by the institutions where the research is 
conducted. FDA regulates the investigators who conduct the 
research and the IRBs which review proposed research studies. 

If a research project is conducted or supported by HHS and 
involves a product regulated by FDA, both sets of regulations 
will apply. In addition, most large research institutions 
receiving grant and contract support from HHS have agreed to 
review all research involving human subjects conducted at the 
institution in accordance with the HHS regulations regardless 
Of the source of the funding for any particular study. The two 
sets Of regulations are complementary and together they set 
forth criteria that are needed to protect research subjects. 

FDA regulates clinical research of investigational drugs, 
biologies, antibiotics and medical devices under sections 
505(i), 507(d) and S20(g) of the FD&C Act. FDA first imposed 
informed consent requirements on January 8, 1963, pursuant to 
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the 1962 amendments to the FD&C Act, which required that 
informed consent be obtained in most, but not all, research 
involving drugs. Later, in 1976, Congress imposed, through the 
Medical Device Amendments, an informed consent requirement for 
research involving medical devices, which was similar, but not 
identical, to the informed consent requirement for drugs. In 
1981, FDA promulgated comprehensive informed consent 
regulations ^ioh applied the most recent statutozry 
requirements to all FDA regulated research (21 CFR Part 50) . 

In 1981, FDA and HHS simultaneously promulgated new regulations 
establishing standards governing the composition, operation, 
and responsibilities of Institutional Review Boards (21 CFR 
Part 56, for FDA and 45 CFR Part 46, for HHS). These 
" regulations established a common framework for the operations 
of IRBs that review research funded by HHS and research 
conducted under PDA regulatory requirements. In 1991, the 
'common rule" (modeled after the core provisions of the HHS 
regulations) was adopted by HHS, FDA and 14 other Federal 
departments and agencies that conducted, supported or regulated 
research involving human subjects. FDA modified its 
regulations to conform to the common rule to the extent 
permitted by its statutes. Last year, FDA published a draft 
guideline — “Good Clinical Practice: Consolidated Guideline" 
under the auspices of the International Conference on 
Harmonization of Technical Requirements for Registration of 
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Pharmaceuticals for Human Use (ICHj . This guidance, vhile not 
a regulation, defines what is good clinical practice and 
provides a unified international standard for designing, 
conducting, recording, and r^ortlng trials that involve the 
participation of human subjects. 

V. LIMIMD BXCEPTlOHa TO THE IMPOBMED COHSEMT REOPIiaiMiM'B 

Having discussed the system for human subject protection, it is 
important to recognise that there are limited circumstances 
when informed consent is not obtained from a human subject or 
his or her representative. Ihere are three “exceptions” to 
FDA's informed consent reguirements. These exceptions are: 

1) for a physician to preserve the life of an individual 
patient; 2) for the conduct of a narrow class of research in 
emergency settings; and 3) for use by the Department of Defense 
(DoD) of specific Investigational products in combat 
exigencies. 

The FD&C Act specifically requires that investigators inform 
subjects receiving drugs under an IND that the drugs (and 
biologies) are investigational and ‘obtain the consent of such 
human beings or their representatives, except where they deem 
it not feasible, or in their professional judgement, contrary 
to the best interests of such human beings” (Section SOS and 
520) . The Medical Device Amendments of 1976 provided that the 
sponsor of clinical investigations must "assure that informed 
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consent will be obtained from each human subject (or his 
representative) . . . except where subject to such conditions as 
the Secretary nay prescribe, the investigator conducting or 
supervising the proposed clinical testing of the device 
determines in writing that there exists a life-threatening 
situation involving the human subject. . . which necessitates 
the use of such device and it is not feasible to obtain 
informed consent from the subject and there is not sufficient 
time to obtain informed consent from the subject and there is 
not sufficient time to obtain such consent from his 
representative" (Section 520(g)(3)(D)). The three exceptions 
to the informed consent requirements that FDA has promulgated 
into regulation meet the standards described in those two 
statutozry sections. 

A. Preserving the Life of the Patient 

According to the first exception (21 CFR 50.23 (a) and (b)) 
which has been in effect since 1981, informed consent of the 
subject or his/her legally authorized representative is 
required unless the investigator and a physician who is not 
otherwise participating in the clinical investigation, certify 
in writing, before the test article's use, that: 

1. The subject is confronted by a life-threatening 
situation necessitating the test article's use. 

2. Informed consent cannot be obtained from the subject 
because of an inability to communicate with, or obtain 
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legally effective consent from, the subject (for 
example, if the subject is unconscious). In contrast, 
a subject *s inability to speak a particular language 
is not considered an inability to cbiamunicate. 

3. Time is not sufficient to obtain consent from the 
subject’s legal representative. 

4, No alternative method of approved or generally 
recognized therapy provides an equal or greater 
likelihood of saving the siibject's life. 

The first three requirements are contained in the Medical 
Device Amendments. The fourth requirement was added by FDA to 
prevent routine reliance on the exception. 

The regulatory requirement for this exception ‘applies to 
ii^ividual situations and not to categories of studies as a 
whole" (46 FR 8945, January 27, 1981) , and suggests that there 
should be great confidence in the effectiveness of product, 
i.e., the situation must “necessitate" use of the product. 

^ — Conduc t of Research in Emergency Settings 
Because the section 50.23 exception was not formulated to apply 
to clinical trials, in October 1996 FDA promulgated a limited 
exception to the informed consent requirement to permit the 
conduct of a narrow class of research involving subjects in 
life-threatening situations (21 CFR 50.24). These regulations 
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set forth minimum standards designed to protect individuals who 
may benefit from emergency research (6X FR 51498, October 2, 
1996). At the same time, the Secretary, HHS, announced a 
coB^rable waiver of informed consent requirements in certain 
emergency research subject to the HHS regulations 
(61 FR 51531, October 2, 1996). 

FDA developed this second exception to the informed consent 
requirements following extensive consultation and deliberation 
with the ethics and research communities as to whether and how 
research could be ethically conducted in the acute 
care/ emergency medicine context. In the summer of 1993, the 
Cosoaissioner of Food and Drugs received letters from the 
neurology and emergency medicine communities expressing concern 
about their inability to conduct emergency research in subjects 
unable to provide informed consent because of conflicting HHS 
and FDA regulatory requirements. At a May 23, 1994, hearing of 
the Subcommittee on Regulation, Business Opportunities, and 
Technology, House Committee on Small Business, problems 
encountered in securing informed consent of subjects in 
clinical trials of investigational drugs and medical devices 
were discussed. At that hearing. Representative Wyden 
emphasized the need to harmonize the HHS and FDA regulations. 

On October 25, 1994, professional and patient organizations and 
the bioethics community met at the Coalition Conference of 
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Acute Resuscitation and Critical Care Research to discuss this 
probl^ further. Following this conference, the Coalition 
developed a consensus document to resolve some of the issues 
concerning informed consent and waiver of consent in emergency 
research. The issue received further brc^d discussion at a 
meeting of the Applied Research Ethics National Association 
(Boston, NA, October 30, 1994) and at a conference sponsored by 
Public Responsibility in Medicine and Research (Boston, KA, 
Nov^aber 1, 1994). 

Concurrently and at the direction of HHS, FDA and NIH were 
working together to harmonize their respective informed consent 
regulations as they pertained to this emergency research. On 
January 9-10, 1995, FDA and NIH cosponsored a Public Forum on 
Informed Consent in Clinical Research Conducted in Emergency 
Circumstances in order to obtain as much public input from the 
research, legal, ethical, and patient advocacy communities as 
possible. FDA also sent “Dear Colleague” letters to the IRB 
c<»imunity, called the major consumer and minority organizations 
which we thought would be interested in the proposed rule, and 
held briefings for the emergency research organizations as well 
as minority organizations in which questions about the rule 
cwld be addressed. It was only after all of these activities 
that FDA published its proposed rule on September 21, 1995 
(60 FR 49086) . 
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FDA received 90 coiaiaents in response to the proposed rule. The 
vast majority of these comments supported the proposal, 
although frequently the comments contained suggestions or 
requests for clarification. Of the 16 comments opposed to the 
proposed rule, the majority were from individuals who concluded 
that informed consent should not be waived under any 
circumstances. Ihe comments were addressed in the preamble to 
the final rule published in October 1996. 

The final rule provides access to potentially promising 
experimental treatments to patients in life-threatening 
situations. This rule sets forth special protections to human 
subjects who may benefit from this research, but who are not 
able to give consent on their own, and for whom a family member 
or legally authorized representative is not available to either 
withhold or give consent on the subject's behalf. Clearly, any 
researcher who can obtain informed consent must do so. 
Frequently, there are ways to design a study so that one is not 
confronted with emergency situations in which consent cannot be 
obtained. But in some cases, a subject cannot give his or her 
informed consent, for example, when there is a life-threatening 
emergency and there is no one available who is authorized to 
consent to an experimental treatment that might save that 
person's life. In that case, the Belmont Report directs us to 
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protect these individuals with diminished autonomy^. That is 
what the emergency research rule does. It recognizes the need 
for rigorously designed studies to obtain data on interventions 
in acutely life-threatening situations such as cardiac arrest 
and traumatic brain injury in those cases where existing 
therapies are either unsatisfactory or unproven and consent is 
not feasible. Without such studies, new therapies for 
critically injured patients may never be validated and patients 
in need of emergency medicine may never receive the benefit of 
improved treatments. Alternatively, such therapies could 
become widely used in the practice of medicine without any 
rigorous demonstration of their safety or effectiveness throu0i 
clinical trials and emergency medicine physicians may never 
know whether they are in fact saving lives or harming patients 
through these interventions. 


The emergency research regulation requires the following 
actions to be accomplished. Each study proposing to invoke 


%e National Commission for the Protection of Human 
Subjects of Biomedical and Behavioral Research stated in The 
Belmont Report that: "Respect for persons incorporates at least 
two basic ethical convictions: first, that individuals should be 
treated as autonomous agents, and second, that persons with 
diminished autonomy are entitled to protection. The principle of 
respect for persons thus divides into two separate moral 
requirements: the requirement to acknowledge autonomy and the 
requirement to protect those with diminished autonomy" (44 FR 
23192, ^ril 19, 1979) . This report was in response to one of 
the National Commission's mandates, contained in the "Naticaiai 
Research Act", P.L. 93-348 (See 42 U.S.C. 218). That mandate was 
to identify the basic ethical principles underlying clinical 
research. 
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this waiver must be submitted to FDA as a separate and clearly 
identified investigational device exemption (IDE) application 
or investigational new drug (IND) application* This will 
permit the Agency to very carefully review each of these 
studies to help ensure that they meet the narrow criteria of 
the rule before the study is allowed to proceed. The IRB and a 
physician free of conflict-of-interest must ensure each of the 
following for these emergency research activities to proceed: 

• The human subjects are in a life-threatening situation; 

• Available treatments are unproven or unsatisfactory; and 

• Research is necessary to determine the safety and 
effectiveness of the particular intervention. 

• It is not feasible to obtain informed consent from the 
subjects as a result of their medical condition or from 
the subjects' legally authorized representative because 
the intervention must be administered before they could 
feasibly be reached, and there is no reasonable way to 
identify prospectively the individuals likely to become 
eligible for participation in the research. 

• Participation in the research holds out the prospect of 
direct benefit to the subjects because: the life- 
threatening situation necessitates intervention; 
information from appropriate preclinical (animal) studies 
and related evidence support the potential for the 
intervention to be beneficial; and the risks associated 
with the research are reasonable in light of what is known 
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about the condition, the risks and the benefits of current 
therapy, and what is known about the risks and benefits of 
the proposed intervention. 

The research could not practicably be carried out without 
the waiver. That is, the research could not practicably 
be carried out in a subject population who could provide 
informed consent. - 

The protocol must define the length of the potential 
therapeutic window based on scientific evidence and the 
researcher must commit to attempting to contact a legally 
authorized representative for each subject within that 
window of time and, if feasible, to asking that 
representative for consent rather than proceeding without 
it. The researcher must svimmarize his or her efforts and 
make this information available to the XRB at the time of 
continuing review. The “therapeutic window” is the period 
of time in which the patient must receive the therapeutic 
intervention if it is to be effective. 

The IRB must have reviewed and approved informed consent 
procedures and an informed consent document consistent 
with FDA's informed consent provisions (21 CFR 50.25). 
These are to be used with subjects or their legally 
authorized representatives in situations where their use 
is feasible. 

The IRB also must review and approve procedures and 
information to be used when providing an opportunity for a 
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family member to object to a subject's participation in 
the research. 

Additional protections of the rights and welfare of subjects 
are provided in this rule. These additional protections 
include: 

• Consultation with representatives of the communities in 
which the research will be conducted and from which the 
subjects will be drawn; 

• Public disclosure to both of these communities prior to 
initiation of the research of plans for the research and 
its risks and expected benefits; 

• Disclosure to the public of sufficient information 
following completion of the research to apprise the 
community and researchers of the study, including the 
demographic characteristics of the research population, 
and its results; and 

• Establishment of an independent data monitoring committee 
to exercise oversight of the research. 

Because the default in this rule is that, once research has 
been approved by an IRB, eligible subjects are entered into 
these studies, the rule expands the number of caring 
individuals who may object to including a subject in one of 
these studies. Thus, if consent is not feasible from either 
the subject or a legally authorized representative, the 
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investigator must commit to attempting to contact within the 
therapeutic window, the subject’s family member (who stay not be 
a legally authorized representative) and asking whether he or 
she objects to the subject’s participation in the research. 

The investigator’s efforts to make this contact must be 
summarized and made available to the IRB at the time of 
continuing review. 

The IRB also is responsible for ensuring that proc^ures are in 
place to inform each subject, legally authorized 
representative, or family member at the earliest feasible 
opportunity of the subject’s inclusion in the research, the 
details of the research and other information contained in the 
consent document, and that they may discontinue further 
participation of the siabject at any time without penalty or 
loss of benefits to which the subject is otherwise entitled. 

These policies establish narrow limits for allowing research 
without informed consent in certain studies of emergency 
medical interventions, and harmonize these standards throughout 
HHS. We believe HHS’s new overall approach to emergency 
research situations may offer the best hope, in an ethical 
manner, to critically ill, unconscious persons who have no 
readily available legal representative to give consent and who 
cannot be successfully treated through conventional means, but 
might benefit from a promising experimental intervention. 
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Since the promulgation of the final rule on emergency research, 
FDA has traisked all INDs and IDEs submitted under this rule. 

We have committed to an ongoing evaluation of the 
implementation of this rule to ensure its adequacy for 
protecting research subjects and to ensure it is appropriately 
applied. To date, there have been very few submissions under 
this rule. We have received one IDE application and four IND 
applications under the emergency research rule. This rule was 
designed, and is being used, only when it is not feasible to 
conduct research without a waiver. Thus, this rule is being 
used as it was designed — only for that limited class of 
emergency research which cannot be conducted without a waiver 
and which meets the stringent criteria built into che rule to 
protect the research subjects. 

This life-threatening situation rule was promulgated in 
response to growing concern that existing rules were making 
high quality acute care research activities difficult or 
impossible to carry out at a time when the need for such 
research is increasingly recognized. By permitting certain 
adequate and well-controlled clinical trials to occur that 
involve human subjects who are confronted by a life-threatening 
situation and who also are unable to give informed consent 
because of their medical condition, the Agency expects the 
clinical trials to allow individuals in these situations access 
to potentially life-saving therapies and to result in the 
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advanceroent in knowledge and improvement of those therapies 
used in emergency medical situations that currently have poor 
clinical outcome. 

SLm — Dep artment of Defense. Combat. Exigencies 
The third exception to our informed consent requirements 
concerns the use of an investigational drug or biologic in 
certain situations related to military combat. During the 
months preceding the Persian Gulf War, DoD had discussions with 
FDA regarding the potential use of specific investigational 
products in military personnel serving in the Persian Gulf. We 
also had extensive internal discussions involving technical and 
policy-level staff, as well as experts from other Federal 
agencies and academia. It was thought that the products under 
discussion represented the best preventive measures for 
providing protection against possible attack with chemical or 
biological weapons. DoD requested the assistance of FDA in 
allowing the use of these products in certain battlefield or 
combat-related situations in which they considered obtaining 
informed consent “not feasible.* FDA gave considerable 
deference to DoD's judgment and expertise regarding the 
feasibility of obtaining informed consent under battlefield 
conditions. 

In response to this request, on December 21, 1990, FDA 
published an interim regulation amending its informed consent 
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regulations. This regulation allowed the Commissioner of FDA 
to determine, upon receipt of an appropriate application from 
DoD, that obtaining informed consent from military personnel 
for use of a specific investigational drug or biologic would 
not be feasible in certain circumstances, and to grant a waiver 
from the requirement for obtaining such consent. 

The exemption extended, on a case-by-case basis, only to 
investigational drugs (including antibiotic and biological 
products, including those for protection against chemical and 
biological warfare agents) for use in a specific militazry 
operation involving combat or the immediate threat of combat. 

A request from DoD for an informed consent waiver must include 
the justification for the conclusion (made by physicians 
responsible for the medical care of the military personnel 
involved) that: 1) the use is required to facilitate the 
accomplishment of the military mission; 2 ) the use would 
preserve the health of the individuals and the safety of other 
personnel , without regard for any individual ’ s preference for 
alternate treatment or no treatment; and, 3) the request 
contains documentation to indicate that the protocol has been 
reviewed and approved by a duly constituted IRB for the use of 
the investigational drug without informed consent. 

Each application for waiver from the informed consent 
requirements was assessed by the appropriate FDA review 
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division, and by the Agency’s Informed Consent Waiver Review 
Group (ICWRG) . The ICWRG included senior management of the 
Center for Drug Evaluation and Research, the Center for 
Biologies Evaluation and Research, the Office of General 
Counsel, the Office of Health Affairs, and NIH’s Office of 
Protection from Research Risks. The ICWRG core was 
supplemented toy technical experts as appropriate for the 
particular investigational drug being considered for exception. 
The ICWRG considered DoD's justification supporting the request 
for the waiver and the reviewing division’s evaluation of the 
available safety and efficacy data. The ICWRG requested 
additional supporting information in some cases, and required 
changes in the information to be provided to the troops in 
several roui^s of iterative exchanges with DoD. The ICWRG then 
made a recommendation to the Commissioner regarding whether or 
not to grant the waiver. The Commissioner made a decision on 
the application and informed DoD in writing. 

Under this regulation, waivers were granted for two products 
during Operation Desert Storm/Shield — pyridostigmine brcxnide 
and botulinum toxoid vaccine. Although FDA had concluded that 
informed consent was not feasible, FDA did obtain DoD's 
agreement to provide accurate, fair, and balanced information 
to those who would receive the investigational products. To do 
this, DoD developed information leaflets on both products with 
FDA’s input and these leaflets received final FDA approval. 
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Following the cessation of combat activities, the Assistant 
Secretary of Defense for Health Affairs notified the 
CoiQiaissioner in a March 1991 letter that DoD considered the two 
waivers granted under the interim rule to be no longer in 
effect. He also informed the Commissioner that DoD had 
ultimately decided to administer the botulinum toxoid vaccine 
on a voluntary basis. 

Since that time, the Presidential Advisory Committee on Gulf 
War Veterans' Illnesses has recommended that we “solicit timely 
piiblic and expert comment on any rule that permits waiver of 
informed consent for use of investigational products in 
military exigencies.” (Final Report, page 52.) FDA has 
carefully evaluated the committee's recommendations as well as 
other information that has come to its attention. FDA has 
engaged in discussions within the Agency, with DoD, and with 
others on this important topic. As a result of these 
discussions, the Agency will solicit public comment in line 
with the committee's report. This public comment will be 
directed towards whether the FDA should finalize the interim 
rule, modify it, or eliminate it completely. 

VI. CONCLUSION 

The first layer of the subjects' protection is provided by the 
medical research sponsor. It is the responsibility of the 
sponsor to design the research study to be ethically and 
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scientifically sound, select qualified researchers, provide 
them with the information they need to properly conduct the 
research study, and ensure proper monitoring of the study. The 
second layer of protection is provided by the researcher, whose 
professional and civic obligation is to conduct ethical 
research and make sure that the study participants are apprised 
of, and fully understand, the potential risks and benefits of 
the research. The third layer of protection is provided by 
IRBs. It is the responsibility of the IRBs to develop and 
follow procedures for initial and continuing review of the 
integrity of the research and the protection of the rights and 
welfare of its human subjects. The last layer of protection is 
provided by FDA, which regulates the organization and 
procedures of IRBs, researchers, research sponsors, and others 
involved in clinical trials. These layers of protections are 
applied to each clinical study to ensure the integrity of the 
data and in order to protect the rights and welfare of the 
human subjects of clinical researxrh. 

We take very seriously our obligation to protect the rights and 
welfare of all research subjects who participate in research 
involving FDA- regulated products. We believe that our 
regulations and Inspection programs are important to help 
ensure that human research subjects are protected at the same 
time that vital information on the safety and effectiveness of 
drugs, biologies, antibiotics, and devices is gathered. 
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I would be happy to answer any questions you have about FDA's 
oversight and regulation of research activities. 
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Mr. Shays. Thank you. I think what I’d like to do is start with 
you, Ms. Pendergast. And what I would like you to do, if you don’t 
mind, if you would read your statement and put it in the record 
orally beginning on page 37. I think that’s where it begins. I’ll tell 
you where. This relates to the Desert Storm issue. And if you could 
start with the second paragraph. And if you just read that para- 
graph, I’d like that on the record. And then I’d like to ask you ques- 
tions about it. 

Ms. Pendergast. The paragraph that begins “Under this regula- 
tion?” 

Mr. Shays. Yes. 

Ms. Pendergast. All right. We’re referring now to a regulation 
that the FDA promulgated in December 1991 regarding waivers of 
informed consent during military combat situations. 

Under this regulation, waivers were granted for two products during Operation 
Desert Storm/Desert Shield: pyridostigmine bromide and botulinum toxoid vaccine. 
Although FDA had concluded that informed consent was not feasible, FDA did ob- 
tain the Department of Defense’s agreement to provide accurate, fair and balanced 
information to those who would receive the investigational products. To do this, the 
Department of Defense developed information leaflets on both products with FDA’s 
inputs and these leaflets received final FDA approval. 

Following the cessation of combat activities, the Assistant Secretary of Defense for 
Health Affairs notified the Commissioner in a March 1991 letter that the Depart- 
ment of Defense considered the two waivers granted under the interim rule to be 
no longer in effect. He also informed the Commissioner that the Department of De- 
fense had ultimately decided to administer the botulinum toxoid vaccine on a vol- 
untary basis. 

Since that time, the Presidential Advisory Committee on Gulf War Veterans Ill- 
nesses has recommended that we “solicit timely, public and expert comment on any 
rule that permits waiver of informed consent for use of investigational products in 
military exigencies.” Final report, page 52. FDA has carefully evaluated the commit- 
tee’s recommendations as well as other information that has come to its attention. 
FDA has engaged in discussions within the Agency, with the Department of De- 
fense, and with others on this important topic. As a result of these discussions, the 
Agency will solicit public comment in line with the committee’s report. The public 
comment will be directed towards whether the FDA should finalize the interim rule, 
modify it, or eliminate it completely. 

Mr. Shays. Let me ask you this to start my questions: Did the 
Department of Defense violate the conditions of the FDA’s waiver 
of the informed consent requirement by not providing military per- 
sonnel with information about the experimental drugs they were 
required to take? 

Ms. Pendergast. As a condition of the waiver, we did negotiate 
an agreement with them where they would provide information 
sheets to the soldiers so that the soldiers, while not being allowed 
to decide whether they wanted to take the drug, they at least knew 
what they were taking, what it’s risks were, what it’s purported 
benefits would be. Unfortunately, we are advised by the Defense 
Department that they did not give all soldiers those information 
sheets. 

Mr. Shays. So what is your answer to the question? 

Ms. Pendergast. It’s not clear to me that it’s a violation of the 
regulation, but it is a violation of our agreement. 

Mr. Shays. No. I asked is it a violation of the conditions of the 
FDA waiver. They didn’t inform. 

Ms. Pendergast. They didn’t. No. There’s no dispute about the 
facts, sir. I am only questioning because I have to look at the waiv- 
er document itself to ascertain whether that was in the waiver doc- 
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ument and one of the preconditions for the waiver. And I’m afraid 
I’d have to submit that for the record. 

Mr. Shays. The war took place 7 years ago. Basically, 6 years 
ago. And you’re telling me that the FDA still hasn’t determined 
whether or not the Department of Defense was in violation of the 
notification requirement as a condition of waiving the informed 
consent? 

Ms. Pendergast. No. I think that there’s no dispute about the 
facts. We know that the information sheets were not provided to 
all of the soldiers. 

Mr. Shays. OK. 

Ms. Pendergast. You’re asking me a different and more specific 
question. 

Mr. Shays. Well, I don’t think they were really provided to prac- 
tically any of the soldiers. We’ve had eight hearings on the Gulf 
war. So this should show up on your radar screen. It’s not some- 
thing you need to check now. You need to make a determination 
of whether they were in violation or not. And I’m asking a question 
that it seemed to me that you could have responded 2 years ago. 
And so I’m going to repeat the question. Are they in violation of 
the agreement that the FDA had? 

Ms. Pendergast. If you’ll give me one moment, sir? 

Mr. Shays. Sure. 

Ms. Pendergast. The actual requirement that the information 
being given to the soldiers is not contained as a precondition in the 
actual written waiver document. So as a technical matter, it could 
be disputed that they were in violation of the waiver agreement. 
However, and more importantly from the soldiers’ point of view and 
from our point of view, it was a promise that was not met. 

Mr. Shays. So you’re saying they promised to do it, but tech- 
nically didn’t sign an agreement to do it? 

Ms. Pendergast. That’s my understanding, sir. 

Mr. Shays. What did they technically agree to? 

Ms. Pendergast. There were a number of things that they 
agreed to do basically. 

Mr. Shays. Not the promise, the technical. 

Ms. Pendergast. No. The technical agreement. What it is, is we 
have regulations that describe the responsibilities of anyone who is 
conducting an investigation. And they basically go to the control of 
the drug, recordkeeping with respect to the administration of the 
drug, and recordkeeping pertaining to the adverse events or not of 
the administration of the drug. So there is a basic set of require- 
ments. Because it was war, we recognized at the time that not all 
of the standard requirements would be capable of being met. This 
isn’t administration in a hospital. 

The pyridostigmine would have been given out in field combat 
situations. So what we did is we limited their requirements to a 
more limited set of requirements pertaining to information. If the 
worst possible thing happened and our troops were exposed to 
chemical or biological weapons then there were lots of obligations 
that kicked in, in terms of finding out what happened and whether 
or not the administration 

Mr. Shays. Ms. Pendergast, this is kind of painful here. 

Ms. Pendergast. Yes. 
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Mr. Shays. The soldiers did take the PB pills. They did take 
them. They were under orders to take the pills. The Army was al- 
lowed to order them to take the pills because the FDA made a de- 
termination that the pyridostigmine bromide — the PB pills would 
be allowed to be used for a use that it had not yet been licensed 
for. You are telling me that the Department of Defense promised 
but did not sign an agreement that they would inform. Is it con- 
ceivable that they FDA would have allowed our soldiers to be re- 
quired to take these pills without their being informed, at least 
that they may have a bad chemical reaction, that this was an ex- 
perimental pill for this use? Is it conceivable the FDA would allow 
our soldiers to not be informed? 

Ms. Pendergast. No, sir. As I indicated, we suggested and then 
worked with the Defense Department to create these information 
sheets so that the soldiers would have information 

Mr. Shays. They weren’t informed. And you’re telling me that 
they are technically not in violation of the consent because it was 
not a contracted, written agreement they promised to. But that was 
not part of the agreement technically. Was it part of the agreement 
technically that they would keep records? 

Ms. Pendergast. Yes, it was. 

Mr. Shays. OK. Did they keep records? 

Ms. Pendergast. They kept some records. In our judgment they 
did not keep sufficient records. 

Mr. Shays. So let me repeat my question. Were they in violation 
of the agreement? 

Ms. Pendergast. In that sense, yes. 

Mr. Shays. OK. So it terms of not informing our soldiers, they 
weren’t in violation technically, but they were clearly in technical 
violation as well as in the spirit in terms of not keeping records of 
who was given these drugs and so on. 

Ms. Pendergast. That is correct. 

Mr. Shays. OK. So what is the Department doing about that? 
What is your agency doing about it? 

Ms. Pendergast. Well, we’ve done a number of things. We have 
worked with the Defense Department to see if additional informa- 
tion could be provided to us. We have written them asking that if 
they have additional information on certain specific points that it 
be provided to us. In 1994, we sent them basically a “lessons 
learned” letter describing what was in our judgment the problems 
that we saw in the 1991 administration of the products and what 
could have been done better. And we are — as we indicate in our 
testimony — we are working to see whether or not this kind of a sys- 
tem worked and could work in the future differently or perhaps be 
abandoned. 

Mr. Shays. So what I’m basically to infer from what you’ve said 
is, clearly the spirit of the law — for them to get this waiver of in- 
formed consent, the spirit of the law was they were at least to in- 
form the soldiers that this was an experimental drug first and that 
the spirit of the law was clearly to keep records, but technically 
they were not required to inform the soldiers, which blows my 
mind. And you’re saying technically they were required to keep 
records, which they didn’t. And you sent out a letter in 1994 and 
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they have ignored your interaction and communication and you’re 
satisfied? 

Ms. Pendergast. Sir, we’ve never said we were satisfied. We rec- 
ognize that this did not go well. We are, if anything, disappointed 
that it didn’t go better. 

Mr. Shays. No. Disappointed isn’t good enough. Because this 
committee feels that some of our soldiers may have suffered severe 
physical problems as a result of taking an experimental drug in 
cases where maybe they took it after they were exposed to chemi- 
cals as opposed to before, and not knowing the relationship of when 
they should have taken these pills. So disappointed isn’t good 
enough for us. 

Ms. Pendergast. Let me explain. The law states quite clearly 
that informed consent may permissibly be waived if the obtaining 
of informed consent is not feasible or not in the best interest of the 
subject. That’s our law. It was written in 1962. 

Mr. Shays. Well, it was feasible. When they were given these 
pills, it was feasible to inform them. And that’s the least they de- 
served. 

Ms. Pendergast. At the time we wrote a regulation that ad- 
dressed the question of whether or not informed consent was fea- 
sible in a military combat exigency, the testimony and the record 
at that time showed that the Defense Department indicated to us 
that during a military combat exigency, because of military com- 
mand and in order to preserve the health and well-being, not just 
of the individual soldier, but of the other soldiers that would have 
to protect the soldier that had fallen as well as the troops as a 
whole, that informed consent was not feasible. The Food and Drug 
Administration accepted that representation. 

Mr. Shays. I understand why they may have decided not to allow 
for soldiers to consent. I have no sympathy whatsoever they 
couldn’t have informed the soldiers. And I am pained that after so 
many years have passed that you would concur in some way that 
they did not need to inform, that there was some military impos- 
sibility for informing. 

Ms. Pendergast. Sir, I have not made that representation. The 
Defense Department has to answer the question as to why it was 
unable to give them the information sheets. 

Mr. Shays. No. You have to enforce the requirements that they 
are technically required to. And have you enforced it? 

Ms. Pendergast. Yes. I believe we have. 

Mr. Shays. I wish you had just said “no” and we could have gone 
on. Because you haven’t you have sent out a letter. There will be 
no response from the audience, please. You have basically said you 
have sent out a letter. You have basically accepted and put on the 
record that military activity prevented them from even living up to 
the technical requirements and certainly the spirit. And I want to 
know specifically now, given that you said you are enforcing this, 
I want to know specifically what you’ve done to enforce their fail- 
ure to live with the spirit and the technical requirement that they 
agreed to. 

Ms. Pendergast. As I indicated, we have expressed to the De- 
fense Department in writing the problems we have found with 
their conduct of the administration of these drugs during Desert 
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Storm. And we have been working with the Defense Department 
and with others and the Presidential Commission on Gulf War 
Syndrome to ascertain what could be a better way of doing this. 

Mr. Shays. You’re talking about in the future. And I’m talking 
about the hundreds of thousands of soldiers who were sent into 
this conflict. And you have not told me how you have enforced their 
requirement. Have you asked for all their records? 

Ms. Pendergast. Yes. 

Mr. Shays. OK. How many have you received? 

Ms. Pendergast. I can’t tell you how many inches. 

Mr. Shays. Pardon me? 

Ms. Pendergast. I mean, we have received safety information 
and the other information that was required to be submitted under 
their investigational new drug exemption. As I indicated to you, it 
was not the type or quantity of information we would have hoped 
for 

Mr. Shays. That’s an understatement. 

Ms. Pendergast. We don’t disagree with you. This was war. 
This was the first time. And it didn’t work particularly well. We 
are in full agreement with you on that. 

Mr. Shays. This isn’t the first time the military has conducted 
themselves this way. And as long as they know the FDA is going 
to be a paper tiger with the military, they will continue to do this. 
They will continue to basically say “bug off.” And as far as I’m con- 
cerned that’s what they’ve said and that’s what you’ve accepted. 
And you have said under oath that they have sent you information, 
you have asked for information. So it’s just really important that 
you provide this subcommittee with specific requests and that you 
provide this subcommittee the results of what you requested. And 
we’ll just continue this later. 

I want to go on record as saying that I think this was an obvious 
question for me to ask you. I would have thought that you would 
have been very prepared to respond to it. And I think that if we 
didn’t ask these questions after having eight hearings on this issue, 
that we would be derelict in our duty. And so we are going to pur- 
sue this with the FDA. Because in my judgment the FDA allowed 
the military to do what they have to do in time of war, to have got- 
ten a waiver from informed consent. 

They should have required that the troops technically, not just 
in spirit, be notified. And they should have made sure that it was 
being enforced. And the technical requirement of information, 
which is an outrage that it was not kept and data was not kept. 
And the FDA has not, in fact, really overseen this and sought to. 
And frankly, if you had said to me, we really blew it, just like the 
military, I could accept it. But you’re defending it. So now we’re 
going to pursue it. I have other questions for the other witnesses, 
but at this time I’m going to give Mr. Towns as much time as he’d 
like to consume. 

Mr. Towns. I yield to my colleague from Ohio. 

Mr. Kucinich. Thank you very much, Mr. Towns, Mr. Chairman. 
I’m new to this subcommittee and to the Congress, but I have fol- 
lowed the Chair’s tireless efforts to get to the bottom of the Gulf 
War Syndrome. And it’s interesting to listen to this testimony, Mr. 
Chairman, with respect to the FDA’s non-supervisory status. I 
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would like to ask the representative from the FDA, if she could an- 
swer this question? Since we’ve seen that the waiving of PB for 
military personnel in the Persian Gulf, waiving a consent for any 
reason can have serious consequences, do you agree that based on 
that experience there should be an immediate moratorium on waiv- 
ers for any reason until some of the ethical problems that are being 
brought forward are addressed with comprehensive and stringent 
protocols for informed consent? 

Ms. Pendergast. Yes; basically I agree with you. There are no 
waivers in effect at this time, and haven’t been for a number of 
years. And the 1994 letter that we sent to the Defense Department 
was an indication that were there ever to be another waiver re- 
quest considered — and there was no judgment made as to whether 
we would ever say yes again — ^but were we to even consider an- 
other waiver request, the specific standards would have to be much 
higher and more rigorous because of the failures. 

Mr. Kucinich. So you’re saying this would never happen again? 
Is that what you’re saying? 

Ms. Pendergast. Not the way it happened this time. No. 

Mr. Kucinich. And do you feel that the Department of Defense 
ran roughshod over the FDA here? 

Ms. Pendergast. It is difficult for us to say that. I think that 
the persons that we were dealing with were well-meaning. I also 
think that the FDA, which is an agency staffed with doctors and 
scientists, and not soldiers, has a very limited ability to second- 
guess what was going on in the Persian Gulf during the time of the 
war, and so 

Mr. Kucinich. But when it comes to medical matters and mat- 
ters related to bioethics, who should make the decision, a general 
or a doctor? 

Ms. Pendergast. There is an obligation on the part of the De- 
fense Department to have doctors in charge of making sure that 
the troops received the drugs properly and that the information 
was given to them, and that adverse events were reported back to 
the FDA. Doctors had to be in charge. That was part of the system 
that was in place as we went forward to permit the Defense De- 
partment to administer these products. 

Mr. Kucinich. So you’re saying military doctors made the deci- 
sion? 

Ms. Pendergast. Military doctors. 

Mr. Kucinich. But are they subject to review by the FDA? 

Ms. Pendergast. The military doctors basically had to report 
back to the FDA what they accomplished and what they failed to 
accomplish. And the reasons why the military doctors were able or 
unable to do particular things is a broader question of military lo- 
gistics and chain of command during a theater of war. But from 
where we sat, we were talking to the military doctors who had obli- 
gations to do certain things and report back to the agency. 

Mr. Kucinich. You know, one of the things, if I may, and I’ll let 
this go, Mr. Chairman, because I think that you’ve set the inquiry 
on a track that will eventually get the truth out, but something oc- 
curs to me about hearing this discussion. It’s very disturbing, be- 
cause the whole idea of consent — in a way, it’s a matter of a time 
sequence. Troops are gathered to the Persian Gulf, they’re put in 
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staging areas, they’re engaged to the field. At some point along the 
way, even before people were sent out to the Persian Gulf, there 
was an understanding that they could run into an environment 
where nerve gas could be used. The idea of having PB came up. I’m 
sure, years before our troops went out there. And it just makes me 
wonder, Mr. Chairman, how this could have happened. 

Because we’re talking about a pick-up game, like a street basket- 
ball or street baseball game — everybody gets together and you 
make up the rules as you go along. People knew years before that 
if we were engaged in the Persian Gulf that nerve gas was a possi- 
bility. And for that reason it seemed to me that the exigencies of 
which we speak in combat are not a defensible argument for not 
providing informed consent. Because there was plenty of time to let 
anyone who would be in the Persian Gulf, Mr. Chairman — anyone 
who was going to be sent out there could have been told far in ad- 
vance of being deployed to the field that they would be subject to 
taking a drug that could have certain consequences. 

But the uniformed personnel never had that opportunity. And 
that’s where I think the FDA has failed. And that’s where, also, I 
think the Department of Defense failed our enlisted men and 
women. So I sat in a hearing which the chairman called, and we 
listened to men and women who are the victims of Persian Gulf 
Syndrome — they weren’t told. So I have — I want you to know that 
I have a lot of respect for the role that the FDA plays in our soci- 
ety — I mean, to make sure that food and drugs that people con- 
sume are safe. 

It’s not a small matter. We all rely on it. It’s like a basic trust 
that we have. But in order to rescue that trust, the FDA needs to 
come forward with a comprehensive statement of what went wrong 
and what you intend to do to make sure it will never happen again. 
Because it’s very clear that there have been ethical breaches which 
undermine not only public trust but which have put human health 
on some kind of a foreign altar. And we ought never again be in 
a situation where this happens to our people. 

Ms. Pendergast. May I respond? 

Mr. Kucinich. Please. 

Ms. Pendergast. I think. Congressman Kucinich, you raise an 
incredibly important point. One of the things that we are looking 
at now is the question of, having accepted the fact that war may 
happen, is it possible to obtain basically anticipatory consent from 
troops? As in the question of, if you were ordered to take it, would 
you take it? And then only field the people into war zones who are 
willing to say or whatever. But that’s a Defense Department ques- 
tion that I’m fully prepared — ^but that is the kind of debate that is 
going on. 

I think if you go back and look at fall 1990, this issue first came 
up when the Defense Department was preparing for war. And I 
think in the view of hindsight we know that there may have been 
better ways of doing it. But at the time, they were trying to basi- 
cally protect their troops. And I would like to say that these two 
products — pyridostigmine bromide and botulinum toxoid — are prod- 
ucts that, although not approved for this use, had been widely and 
extensively used by people. Pyridostigmine bromide is approved 
and has been since the 1950’s at doses 20 times higher than the 
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troops used. And people take it every day. And so we knew that 
it was a very safe product. Did we know it would work to protect 
them against nerve gas? No. Monkey trials showed it would. Did 
we know it would protect humans? No. But we had no way of 
knowing. Because it’s not ethical to give somebody a prophylactic 
drug and then expose them to nerve gas and if you’re wrong say, 
“Oh, I’m sorry.” You just died. So you can’t ethically test it. You 
do your best 

Mr. Shays. Excuse me. If the gentleman will 

Mr. Towns. It’s my time. I’ll yield. 

Mr. Shays. If it’s not ethical, then why did we do it to hundreds 
of thousands of our troops? 

Ms. Pendergast. Because based on the information we had, it 
was indisputably safe and 

Mr. Shays. No. But you just made a comment. 

Ms. Pendergast [continuing]. And we thought it was their best 
shot against nerve gas. You can’t ethically expose someone to nerve 
gas as part of a clinical trial. That is the point where it’s unethical. 
Nobody in the United States was ever going to expose our troops 
to nerve gas. The enemy was going to expose them. The question 
is what could we give our troops that would give them the best 
shot at making it through that adverse war time situation. We 
knew pyridostigmine bromide was safe. We had been giving it to 
people for 40 years. And we knew that in monkeys it had protected 
them against nerve gas. It was better than nothing. With respect 
to the botulinum 

Mr. Shays. Let me just say to you, if that’s the logic you used, 
then apply it to the private sector as well. And you don’t. I thank 
the gentleman for yielding. 

Ms. Pendergast. With respect to the botulinum toxoid, that bot- 
ulinum toxoid is used routinely by the scientists at the Centers for 
Disease Control and by other public health officials. Again, you 
can’t ethically test biological and chemical weapons, even against 
volunteers. But that has been tested in animals. And it is used rou- 
tinely by public health officials on themselves. Again, we though at 
the time that it was the best possible treatment or prophylaxis for 
our troops, that if we were going to war, if our children were going 
to war, we would want them to have that protection. 

Mr. Shays. I’m sorry. If the gentleman 

Mr. Towns. I yield further. 

Mr. Shays. No. I don’t — I can even accept that you would ulti- 
mately have done that. I cannot accept for the life of me that you 
would not have required technically under law to have informed 
the soldiers. That I cannot accept. And I cannot accept once the 
war had ended, that the FDA wouldn’t have been extraordinary 
vocal and active early on in making sure that records were kept. 
And if they weren’t kept that they heard big time from the FDA 
in such a way that they would never even want to consider doing 
something like that in the future. And frankly, the response of the 
FDA, the anemic response of the FDA, tells me that the military 
knows they can be comfortable to do it again. 

Mr. Towns. Let me move to another area, I think one even more 
basic. I’m concerned about the language used in some of these con- 
sent forms. It seems to me that you would have to be a person with 
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a Ph.D., almost to understand the content of these forms. I know 
that there is an effort to provide simple verbal explanation. How- 
ever, I wonder whether you can provide a simple written expla- 
nation? So why don’t I go to you, Ms. Pendergast, first, and then 
let others comment about it — because the consent form itself. 

Ms. Pendergast. I’m not sure which consent form you’re refer- 
ring to. But it is one of the requirements of informed consent that 
it be written in a way that the subjects of the trial — the human 
volunteers — can understand it. So it has to be written — the regula- 
tions require that it be written in a way that the people who are 
receiving the information can understand it. 

Mr. Towns. How do we arrive at that particular form? You see, 
have you seen some of those forms, those consent forms? I mean, 
all of them — that you find that, in terms of the way they’re written, 
is just not clear. Just the average person would not be able to un- 
derstand it. 

Ms. Pendergast. The institutional review boards that must re- 
view research before it is allowed to go forward looked at 

Mr. Towns. That’s another problem. Go ahead. I don’t want to 
cut you off. 

Ms. Pendergast. They’re the ones that are closest to the commu- 
nity where the research is going to take place. So we look to them 
for that — their job is to protect the human subjects. And their job 
is to stand in the shoes of the volunteers to make sure that the vol- 
unteers are treated properly. And they are asked to look at those 
consent forms and make sure that those consent forms are appro- 
priate for the people in their community who will be subject to the 
research. Whether they do it right all the time or not — I’m sure 
they don’t. I’m sure mistakes are made. But if you look at the sys- 
tem, those are people who we turn to and say, is it in the right lan- 
guage, is it the right reading level, does it use too tough words, is 
it at the college level, should it be at the sixth grade or eighth 
grade reading level? Those are things that we turn to the institu- 
tional review boards to do. 

Mr. Towns. But you know, I think maybe if you make your an- 
swers a little shorter you might not have as many problems. 

Ms. Pendergast. Thank you. 

Mr. Towns. Because what you’re saying is, the review board — 
only CDC really — the review board — reflects the composition of the 
people that are going to be involved in the research. So why would 
you say — because that doesn’t make a difference. Because if you 
have people that are involved in the review board that do not re- 
flect the people that are going to be in the study, then what good 
does that do? 

I don’t understand how you’re answering that. I can see CDC an- 
swering it that way, because there seems to be an effort to make 
certain that the people that are going to be in the study — actually 
that’s the people that would be on the review board. Now, that’s 
the only one I know — does anybody else? 

Dr. Varmus. That’s true, also, Mr. Towns, of the review board 
that would review a proposal that’s being carried out under the 
terms of an NIH grant. Virtually all of our grants go to academic 
institutions and research institutions which have review boards at 
the institutions composed of people who represent the community — 
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diverse with respect to gender and race. They are asked to inter- 
pret the consent form to be sure that it is understandable by the 
subjects. Now you’re raising an important question, because if the 
language is too watered down you could argue that the study is not 
being adequately explained. 

We work with these institutions through the Office for Protection 
from Research Risks to try to provide guidance. We’ve had tremen- 
dous experience at our OPRR, and we work with our institutions 
to be sure that they can find the happy medium. 

Mr. Towns. Ms. Pendergast, can you say that? 

Ms. Pendergast. Yes. The same rules are true for all the re- 
search that the FDA regulates. The review boards have to have 
gender and racial diversity. There have to be representatives from 
the community. And if the research involves children or other vul- 
nerable populations, experts from those fields should be consulted. 

Dr. Satcher. Congressman Towns, let me 

Mr. Towns. Yes. Go ahead. 

Dr. Satcher. I just briefly want to say two things. I think the 
issue of informed consent is a very difficult issue. And I’ve been 
struggling with it for at least — well, going back to the sickle cell 
research center in Watts in the early 1970’s, and I agree with Dr. 
Varmus. I think on the one hand, the critical issue is do people un- 
derstand what you’re saying. On the other hand, are you including 
enough content so that they really are able to explore the sub- 
stance of what’s going to go on with them. I think we just have to 
continue to struggle with this. I don’t think we have perfect in- 
formed consent forms. Or IRBs, for that matter. I think we con- 
tinue to make sure that the institutional review boards reflect the 
community. And it is a continuing struggle. Because sometimes you 
get people because you think they reflect their community and you 
find out later that they don’t. 

Mr. Towns. Right. 

Dr. Satcher. And then you put together an informed consent 
form, and then you find out sometimes the people don’t read them. 
A lot of us do that. Not just people who have trouble reading. But 
a lot of us sign things without taking the time to read them. So 
we’re struggling with all of those things. But what I think what 
we’re trying to do is to improve communication between our insti- 
tutions and the public that we’re trying to serve. 

Mr. Towns. Right. Dr. Raub, do you want to comment? Thank 
you very much. Dr. Satcher. 

Mr. Raub. I can add only in reinforcing my colleagues that the 
institutional review board is the first line of protection here. And 
every day they struggle with getting the message clear enough yet 
not so simplified that it misleads, and when they do explain a risk, 
explaining that risk in a way that is accurate without being so 
frightening or unnecessarily detailed as to mislead the subjects. 
There’s been the constant struggle over the last several decades es- 
pecially in a very litigious society where every time the risk is not 
disclosed adequately it then creates legal problems. So I think each 
board must struggle with getting the information as simple and 
clear as possible without being inaccurate or misleading or other- 
wise exploiting the individuals involved. 
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Mr. Towns. Right. Let me just sort of go back to something that 
was raised earlier. And I think that we have to be honest. I think 
that the chairman said something that I think that we need to 
really make certain that we put everything on the table. I’m con- 
cerned about the illusion of consents in certain circumstances. And 
of course, in the military or in prison, people are not free to say 
no. And I think we might as well go on and recognize this and 
admit it and let’s move on. And I think that that’s a fact. 

And I think that, the chairman raising his question — also the 
gentleman from Ohio — that there is no need to dance around those 
kind of issues. There are certain situations and certain cir- 
cumstances where people cannot say no, not in the true sense of 
no. We have to recognize that and then determine in terms of what 
we might try to do to begin to work on those kinds of things in 
order to make certain that people’s rights are not violated. And I 
think that’s an open and honest kind of discussion. 

And I think that if we go about it any other way, I think that 
we’re not really being fair to ourselves and the time that we’re 
spending here together. So I want to lay that on the line, Ms. 
Pendergast, and to say to you that that’s what we have to acknowl- 
edge. That’s a fact. And of course — begin to deal with it. One more 
question, Mr. Chairman, and then I’m going to yield back, because 
I know that our time has been 

Mr. Shays. Mr. Kucinich will go after you. But you have more 
time. 

Mr. Towns. OK. Fine. I’m concerned about the HIV trials being 
conducted in Africa, in the Caribbean and in Asia. There are alle- 
gations that these trials would have never been conducted in the 
United States. On the other hand, there are those who say that if 
these trials are halted, it would be difficult to conduct future drug 
trials in Third World countries. I would like each of you to com- 
ment on where we should strike the balance when considering drug 
trials in other countries. 

Dr. Satcher. Could I start? And the only reason I want to start 
is because that is the issue that I was referring to at the end of 
my testimony 

Mr. Towns. Yes. 

Dr. Satcher [continuing]. When I mentioned that sometimes 
there can be, if you will, what seem to be competing ethical prin- 
ciples. I think the AZT trials in Africa and Thailand and some of 
the other places throughout the world that are being carried out by 
NIH and CDC are funded in this country but also carried out by 
the World Health Organization and the United Nations AIDS pro- 
gram are an example of that in many ways. And recently a group. 
Public Citizen, raised some of those issues. And I want to say that 
it’s a group that I respect. 

And I agree with them on most of the issues. I disagree on this 
particular one. I believe the AZT trials that we’re supporting and 
carrying out in Cote d’Ivoire and Thailand — and I’ll just speak to 
those two for CDC — in fact do meet ethical principles. The debate 
is whether, in fact, they would be conducted that way in this coun- 
try. As you know, the 076 trials were carried out primarily in this 
country and in France — well-developed countries. And they re- 
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ceived long-term, high dose AZT treatment to prevent the spread 
of HIV from mother to child, sometimes 16-24 weeks of therapy. 

In the host countries where we’re conducting those trials, there 
is no AZT treatment which is now standard in this country and in 
France and some other places. And the reason that there is no AZT 
treatment has to do with cost and complexity of the 076 regimen. 
The international community has never accepted the 076 regimen 
as appropriate for developing countries. So what we did in working 
with our host countries in Cote d’Ivoire and Thailand was to re- 
spond to their concerns about AZT, their desire to implement AZT, 
but their recognition that they couldn’t do it the way we were doing 
it in this country. 

Now, the two ethical principles — No. 1, there is an ethical prin- 
ciple about when you enroll people in a study: Do you ever give any 
group less than what is the accepted standard of care? In this case, 
the accepted standard of care in this country is not the accepted 
standard of care in those countries. The other ethical principle is, 
do you respect the host country? Do you answer the questions that 
the host countries have? Do you conduct studies that you are going 
to be able to implement the outcome after the studies are over? 

And we have decided that in order to make a difference in those 
countries and to save lives we need to have the kind of studies in 
which we have a placebo control versus short-term AZT, like 3 to 
4 weeks, as opposed to the 16 to 24 weeks. And therefore, our stud- 
ies are looking at: Can we make a difference using short-term AZT 
therapy that costs about $50 as compared to $800 to $1,000 for the 
076 approach that we use in this country, in countries where the 
average expenditures for health are $10 per capita. Those are the 
issues, I think, in the AZT trials. And that’s why they’re done dif- 
ferently. And those are the debates. I hope I’ve captured the es- 
sence of 

Mr. Towns. You have, but there are still some problems that I 
have. It is my understanding that when you have this going on, 
that the doctor who’s in charge of it is also responsible for the over- 
all medical supervision for the patient. I’m not sure that’s safe. If 
I’m involved in research and I see a certain type of behavior that 
I think that somebody else should be able to evaluate and deter- 
mine whether it should be continued or stopped. 

Dr. Satcher. Right. 

Mr. Towns. I have so much invested in it as a person who’s pro- 
viding the research, that I won’t stop even though I see signs 
that 

Dr. Satcher. Exactly. I think it’s a very important point. These 
studies had to be approved by the CDC institutional review boards 
before they were funded. They also had to be approved by the host 
countries’ review boards, in Cote d’Ivoire and in Thailand. They 
have an oversight board. Not the physicians treating the patients, 
but a board of people constituted to look at the proposed studies 
and to answer the question: Are they appropriate for this popu- 
lation? The rules also say that they are to revisit those studies pe- 
riodically and say, “Has anything changed in terms of benefits and 
risks? If so, then should we continue these studies?” 

One of the studies in Cote d’Ivoire, for example, we observed very 
early that there is a 10 percent still-birth rate among participants 
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in the study. It turns out that whether people were receiving AZT 
or the placebo, they all — in that country there is a 10 percent rate 
of still-births among women who have HIV infection. So if we did 
not have the placebo group, we would not have known that. We ob- 
viously would have thought that it was the AZT that was causing 
the still-births. So I think the studies are organized in such a way 
and the oversight is done in such a way as to protect against the 
concern which you have. And I think it’s a valid concern. I think 
if we relied on the people who were just treating the patients to 
carry out these studies, I think you’re absolutely right. It would 
violate the rights of the patient. 

Mr. Towns. Any other comments? Yes? 

Dr. Varmus. Mr. Towns, may I just comment briefly? I agree 
with many of the comments made by my colleague. Dr. Satcher. 
The issues that were raised by Public Citizen and that have been 
brought to your attention are not new ones. The 076 trials that 
demonstrated the efficacy of AZT in preventing maternal to infant 
transmission in this country and France were brought to conclu- 
sion. The World Health Organization organized a meeting in Gene- 
va to consider the implications of those studies for the developing 
parts of the world where the transmission rate is, in fact, at its 
highest. 

It was generally agreed that in thinking about how we could 
translate the success of 076 to the other parts of the world where 
transmission was so frequent, we had to confront what is an evi- 
dent fact to anyone who travels in many parts of the world: Name- 
ly what we in Europe and North America and other places receive 
from advanced medicine simply is not available nor affordable in 
those countries. The 076 trial was a very complex trial, and the 
methodology was very expensive and sophisticated. 

It was generally agreed by representatives of both developing 
and developed countries that any effort to carry out studies that 
would be effective and feasible in the developing world would have 
to involve studies that actually could be used. In fact, one injustice 
that could be perpetrated upon those countries would be to go there 
and do studies that were only applicable in parts of the world that 
could afford the therapies. 

There are many examples of that principle. It is one that is un- 
comfortable, because all of us would like to feel that the advanced 
medicine that is available to us could be available to all. But it’s 
a fact of life that it’s not. There are simple, cheap therapies that 
do work. A classical example is, as the trial carried out some years 
ago in Bangladesh, to ask whether oral hydration therapy for pa- 
tients with cholera would work when we knew that in this part of 
the world intravenous hydration is effective. Well, intravenous hy- 
dration would not be a very feasible therapy in small villages. 

Oral rehydration works. It turns out, when the trial was done it 
was extremely beneficial. That’s a good example of why doing the 
appropriate trial can be of immense benefit. These are complex 
issues. We believe that the trials being carried out, which have 
been subjected to many review processes that Dr. Satcher has al- 
luded to, have satisfied all the criteria for responsible review. 

Mr. Towns. Dr. Ranh. 
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Mr. Raub. I don’t believe I need to add any further detail to that. 
I share the basic principles that Dr. Satcher and Dr. Varmus have 
enunciated. 

Mr. Towns. Thank you. 

Dr. Varmus. Mr. Towns, I would be pleased to provide for the 
record, if you would like, some letters that we have received from 
institutions both in African countries and in this country that are 
carrying out the collaborative work, who have responded to the let- 
ter from Public Citizen. I think you would find them reassuring. 
And I would be pleased to provide them for you, if you’d like. 

Dr. Satcher. I just want to add one thing because I think there 
is another critical issue here. I don’t know all of the history behind 
some of the studies that have gone on, but I have visited Cote 
d’Ivoire and I know the people there and have worked with the 
people there in terms of what they really want to achieve from 
these studies. I know their concern about not being able to use 
AZT. I’ve met with the Minister of Health and the U.S. Ambas- 
sador there. 

We have funded the virology laboratory there. We are training 
people who in the future will be able to conduct studies like this 
and even more sophisticated ones in their own countries. I don’t 
want you to think that this is just a study that we’re going in, 
doing a study and coming out. Our commitment in these countries 
is to develop the kind of relationship that they will be able to 
buildupon. I think that’s happening. 

Certainly in Cote d’Ivoire. And I think it’s happening in Thai- 
land. I’m going to visit there in July. But I think what we’re trying 
to do is to develop relationships that will be supportive and ongo- 
ing. And they’re doing the same thing. They’re visiting us, and in 
many cases contributing to what we’re trying to do in very useful 
ways. 

Mr. Towns. Mr. Chairman, I have a letter I’d like to add to the 
record, which is the subject of Public Citizen’s news release. And 
it says — it’s actually a letter to Dr. Varmus. And I’d like to include 
in the record — from Uganda Cancer Institute. So I’d like to make 
it a part of the record, as well. And it talks about, “I read with dis- 
may and disbelief the above-mentioned documents regarding clin- 
ical trials in developing countries with special emphasis on those 
taking place in Uganda.” So I’d like to make this a part of the 
record. 

Mr. Shays. OK. 

[The letters referred to follows:] 
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Insert for the Record of the May 8, 1997, Hearing before the House Government Reform 

and Oversight Subcommittee on Human Resources, page 78, lin^ 1771-1777. 

Letters from US/Africa Addressing Public Otizens Criticisms of the AZT Trials in 

Developing Countries— Offered to Representative Towns for the hearii^ record by Dr. 

Harold Varmus, Director, National Institutes of Health 

• May 4, 1997, fitjm Ricliard Semba, M.D., Johns Hopkins University /the Wilmer 
Ophthalmological Institute 

• May 5, 1997, Maria J. Wawer, MD, Columbia University School of Public Health, Center for 
Population and Family Health 

• May 6, 1997, from Neil Halsey, et al., Johns Hopkins University School of Hygiene and 
Public Health, includes 

• May 6, 1997, fix)m Christopher Whalen, MD, et al.. Case Western Reserve Univemity, 
Uganda-CWRU Research Collaboration (includes Journal of Law, Medicine and Ethics 
article on Research Bioethics in the Ugandan Context: A Progrcmt Summary 

• May 7, 1997, fit>m Wafaie W. Fawzi, et al.. Harvard Univci^ity School of Public Hedth 

• May 7, 1997, from Andrea J. Rufl^ MD, Johns Hopkins School of Hygiene and Public H^th 

• May 8, 1997, from Edward K. Mbidde, Uganda Cancer Institute 

• May 8, 1997, from Greg Hussey, Dept. Of Paediatrics and Child Health, University of Cape 
Town 



116 


THE JOHNS HOPKINS UNIVERSOY AND HOSPITAL 
THE WJIMEK OPHTHALMOUOGICAL INSTITUTE 


oa.'iA.r tiiMVNiauiGr stjcviui 

SSA V 

* * ** '—'»• ;it^s 

nr Cl ^ss-S96A'ru(^i$) nsM39 


UCHAJCOO- 

Mtktaltt MkrailtUtj cud 


oovaucs/^ jABi-U-Ci. 

JAHKS r. S>VNN. M.Z>. 

*n<otm Prt/tif' cf OflukoimmlotT 


4 May 1997 

Dr. Harold Vannvs 
Director 

National Institutes of Health 
Bethesda. Maryland 
United States of America 

Dear Dr. Varmus: 

As you arc aware, wc arc conducting a NIH*sponsored clinical trial to evaluate vitamin A 
supplementation for HIV-infected women in Malaw, a country in soulh-central Africa. 
The rationale for conducting this clinical trial was that our previous studies in the same 
location showed that low maternal vitamin A levels were associated with increased 
inother»tO‘child transmission of HIV, low birthweighU increased infant mortality, and 
child growth failure. As these were epidemiological associations, it was unknown 
whether giviog supplemental vitamin A might improve the health of HlV-infected 
mothers and their infants. Related studies arc also in progress in other countries. 

The goals of the study are to determine whether vitamin A supplementation during 
pregnancy in HIV-infected women will reduce motber-to-child transmission of HIV, 
increase birtbweigbt, reduce infant mortality and/or reduce growth failure of children 
If the study should show benefit for any of these child health outcomes, vitamin A 
supplementation may be an appropriate aud affordable strategy (at about US 
35d/person) for the country of Maiavri to improve child health. In Malawi, 20^o of 
infants are of low birtfaweighii and 14% of infants die before one year of age. the 
seventh highest ujfant mortality rale in the world. 

Malawi is one of the poorest countries in the world, with a mean per capita income of 
US $ 210 per year. The per capita health expenditure is less than US $ 5 per year 
Anti-relroviral therapy, such as AZT, U unavailable in the entire country, and if it were, 
it certainly could not be afforded by most of the population During the last leu years. 
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Queen Elizabeth Central Hospital, the teaching hospital of the Universitj of Malawi and 
the largest in the couatr>-, has often had no antibiotics at all. no sterile gloves, and no 
working x-ray meu^hine. Hospital linens arc ofteo unavailable and the sterilization 
equipment frequently brealcs down- The physidans and nurses arc working under 
tremcBdous pressures and difficult circumstances to provide basic medical care in the 
face of a growing AIDS epidemic. Medical-care is on the level of oral rehydralion 
therapy, vitamin A capsules for measles, and basic immunizations. Resources are 
stretched to their limit, and the people are looking for affordable, appropriate, and 
sustainable long Term strategies to improve health. 

The Johns Hopkins University began their commitment tow'ards assisting the people of 
Maia'ii in the fight against the AIDS epidemic with .N'lH-sponsorcd collaboration in 
1988. The collaboration built up iu&astructurc, research, and training which were 
instrtirriental in the epidemiologic characterization of the AIDS epidemic in Malawi. 
Under the collaboration, many Malavrian health care professionals received training at 
Johns Hopkins University (1 PhD degree, 5 MPH degrees, and 25 with advanced training 
in laboratory sciences and epidemiology). In addition, visiting faculty from Johns 
Hopkins University have provided in-country training in epidemiology- and infectious 
diseases for over 100 Malawian health care professionals. The Johns Hopkins/University 
of Malawi collaboration has been a very successful model for interaational collaboration 
and development. Johns Hopkins faculty ba'/c maintained a continual presence on-site 
in Malawi, beginning with Drs. Paolo Miotti and G-ina Dallabetta, Dr. Taba E. Taha, and 
now Dr. Newton Kumwenda. 

Our colleagues at the College of Medicine at the University of Mala-wi were fully in 
agreemeni that a vitamin A supplementation trial should be undertaken In Malawi, We 
have not undertaken a study io-volving a full course rcginien of AZT (such as the ACTG 
076 protocol) in Maladri because of concern in the country that Jt would be unethical to 
undertake such studies Involving AZT in MalaVH because nobody in Mala^^ could 
possibly afford AZT. Physicians in Mala^ have told us on occasion: "Don’t use us as 
guinea pigs for drugs you are using in the United States of America that we cannot 
afford lo use here." T^e use of AZT in the context of a vitamin A supplementation trial 
in Malai^ would have made the results of the study useless to the people of Mala^^, the 
very people who we are trying to aasirt 

A full course of AZT to prevent mothcr-to-child transmissioa of AZT costs about U.S. 
$800-1000/pcrson. which is not a long term solution for Mala^Wans We do not wish to 
practice what has been called "helicopter medidne* — in which unaffordable and 
unsustainable therapies are given for a short period of time in developing countries -- 
and then withdraw these therapies and Fly off into the night, leaving the people to their 
crushing poverty. Such an approach provides no long term solutions for the people in 
Malawi. It violate* basic ethical principles of inteniarional developmeni. namely, 
appropriate lechmology transfer and sustainable development. 

We have a Jong term commitment to tbe health of the people in Malawi in finding 
constructive and appropriate soluhoos to HTV treatment and prevention 
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Yours siucerely, 



Richard D. Scmba, M.D., M.P.H. 

Assistant Professor of Opluhalmology, Moleculai Microbiolc^ and ImmuDology, and 
Human Nutrition. Interaationai Health 
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Columbia University Schoot of Public Health 
Center for Papulation and Family Health 
60 Haven Avenue. 8-3, Now York. NY S0032 USA 
TeiBptiono, (212) SOii^SSOG 


May 5. 1997 

Dr. H. Vatmus, 

Director, 

Nationai Institutes ofHeakh. 

Bethesda, MD 

Dear Dr. Varmus; 

1 ani writing in regards to concerns recently raised fay Public Citizen with respect to US Government 
sponsored rcseattrh in developing countries. I am the Principal Investigator of the Kakai STD Control for AIDS 
Prevention Project (ROI AI 34826) and the MaternaUnfant Supplementary Study, large community-based randomized 
trials being conducted in rural Uganda to assess the effectiveness of inte.nsive STD control as a means of reducing 
HIV trensmission and acquisition. These studies represent applied, poiicy oriented research with the goat of 
developing cost effective and feasible methods of HIV and STD control appropriate to developing countries. The 
trials represent a joint research collaboration between the Ugandan Ministry of Hcalth/Uganda Virus Research 
Institute. Columbia University and Johis Hopkins University. 

Although the Rairai Project was not among the projects singled out by Public Citizen. I believe it is important 
that both US and host country researchers work together to address the Issues raised by Public Citizen. As a 
researcher actually working overseas, I would like to stress that such studies represent very close collaboration 
between host country institutions, researchers and local comnunUies. and the US-based scientists. The Rafcai Project 
is the result of an extensive and detailed collaborative planning and monitoring process conducted from the 
community level on up fo the Ministry of Health in Uganda, and continues Co undergo chorougli evaluation by 
appropriate UgandaJt ethical and scientific oversight committees, including the AIDS Research Subcommittee of the 
Ugandan Council for Research and Technology. In the Rakai Project, as in other international studies, great effort 
is devoted to the selection of treatnieat and control arm activities, in (jrdci to appropriately lest interventions which 
can be replicated and can have direct benefits for host country residents. My colleagues and direct counterparts in 
Uganda (who include the Ugandan Co-PI Dr. N.K. Sewankambo, Associate Dean of Medicine at Mafcerare 
University, and Dr. F. Wabwirc-Mangen, Director of the Institute of Public Health) are highly experienced 
researchers for whom long term benefits to Uganda represent a major goal of any in-country research. 

As is the case within the Rakat project, host country researchers and policy makers must continue to have 
the final say regarding the interventions to be tested; comparing such interventions to prevailing standards of care 
represents the one .means of determining whether a treatment or prevention strategy will be benefieiai within the 
context of a given developing country. Compsring feasible Imerveotions to standards of care available to (In many 
cases only a minority of) US citizens, will have the negative effect of depriving hast countries the opportunity to 
adequately lest and subsequently impiement strategics which could actually beoefit many more of their residents. 

Thank you for this opportunity to contribute to the current discussion. 

Sincerely yours. 

y^-l€5'P, 

Maria J. Wawer, MD 

Associate (Clinical) Profe.ssor 

P! . Rsksi Project 

cc. Dr. Msry Glen Fowler 

Dr, Mark Grabowsky 

Dr, Rod Hoff 
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DMsfaflafOlMiuCofilrat Msy 6, 1997 


Harold Varmus, MD 

Director 

NIH 

Office of the Director 
Building 1, Room 126 
Bethesda, Maryland 20852 

Subject: Public Citizen criticism of clinical trials to evaluate interventions to 

prevent maternal-infant HIV transmission. 

Dear Dr. Varmus, 

As faculty of the Johns Hopkins University who have participated in efforts 
to improve the heatth of children in developing countries, we are concerned about 
the issues raised by Public Citizen and we want to provide you with our perspective 
on this issue. Many of us have been deeply involved in trying to control the HIV 
pandemic for more than 1 2 years. We have seen the impact of HIV on families 
throughout the worid and we have participated In the usually hopeless efforts to 
provide care for HIV infected children and their parents in developing countries. 
Everyone involved, including Public Citizen, wants to prevent these infections. 
However, the proposal of Public Citizen to stop or alter the ongoing and planned 
Studies would lead to a delay ih bringing potentially effective interventions to 
developing countries. This would result in the needless death of hundreds of 
thousands of children. Each year more than 300,000 babies in developing 
countries are infected with HIV, For every month we delay in finding an effective 
simple intervention that can be implemented in developing countries, more than 
20,000 children die from HIV infection. Also, the Public Citizen proposal would set 
a precedent that could prevent the United States from assisting poor countries to 
find other practical, affordable and effective interventions for prevention or 
treatrnent of other diseases. 

In the 1980’s and early 1990's we worked with developing country 
Page 1 of 6 
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investigators to document the extent of the HfV pandemic, and to define high risk 
populations, rates of maternal-infant transmission, and lactois associated with 
Increased risk of rnatemal-infant transmission. These studies provided the 
foundation for the evaluation of interventions to try to prevent maternai-infant 
transmission. Irtltiai hopes for effective simple methods were diminished when 
vaginal cleansing with a disinfectant was shown to be ineffective in a carefully 
conducted placebo-controlled trial in Malawi. After the results of the first clinical 
study {ACTG 076J of zidovudine (ZDV or A2T| In pregnant women were 
announced, we and others had a great deal of optimism for the potential to prevent 
HIV infections among offspring of HfV seropositive women throughout the warld, 

Johns Hopkins University faculty have collaborated with developing country 
universities and Ministries of Health, the-World Health Organization (WHO), the 
Centers for Disease Control and Prevention (CDC). and the National Institutes of 
Health (NiH) to determine whether promising, affordabia interventions are actually 
effective in preventing Infections in developing countries. It soon became apparent 
that the ACTG Q76 regimen is not feasible in most developing countries due to the 
complex schedule requiring early screening of pregnant women, intensive 
monitoring through pregnancy, intravenous infusions during labor, and continuing 
treatment of infants for 6 weeks. In many developing countries the majority of 
women have fewer than three prenatal visits and die vast nna|ortty of deliveries take 
place outside of hospitals. 

In June of 1S94-, experts from developing and developed countries 
throughout the world reviewed the results of the ACTG 076 trial in a meeting at 
the World health Organization in Geneva Switzerland and concluded that: 

■....the ZDV (ridovudinel regimen employed In the ACTG 076 study has a 
nurrdier of features {cost, logistical issues, among others) which limit Its 
general applicability. Tharefore. no global recommendations regarding the 
use of ZDV to prevent MTI {maternal to infait] transmission of HIV can be 
mada." 

“To increase the applicability of antlrettovlr^a In the reduction of MTI 
transmission of HfV, It is essentia! to explore simpler and less costly drug 
regimens in the full spectrum of HiV-infected pregnant women. Such 
regimens, including interventions restricted to the intrapanum period, should 
be urgently studied in randomized controlled trials.” 

and 

“Placebo-controilad trials offer the best option for rapid and scientificaHy valid 
assessment of alternative antiretroviral drug regimens to prevent MTI 
transmission of HfV." 


Page 2 of 6 
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Since that meeting, the issue of placebo-controlled trials to evaluate 
interventions for prevention of maternal-infant HIV transmission has been a source 
of discussion at numerous other international meetings and fora. After careful 
consideration, relevant ethical review boards have approved trials designed by the 
NIH. CDC, the United Nations and university investigators. These developing and 
developed country ethical review committees have not simply rubber stamped the 
protocols; they have insisted on numerous modifications in the studies and consent 
forms In order to assure that ali ethical standards were met for each trial and that 
the studies were appropriate for each country. 

Public C{ti 2 en has proposed that new treatments should be compared with 
the ACTG 076 regimen or that ali women should receive some zidovudine. One of 
the baste ethical principles of any study, regardless of locale, is that the planned 
intervention must be potentially applicable in the locale or country where It is 
tested. The ACTG 076 regimen is not applicable in most developing countries. 

The alternative of giving ali woman at least some zidovudine in a regimen that 
might be applicable in the host country would likeiy result in uninterpretable results. 
Studies comparing the use of zidovudine In two or more untested short course 
regimens would have a high probability of finding similar HIV transmission rates in 
the two study arms. These results would be uninterpretable because we would not 
know what the rates might have been If no treatment were given. 

Investigators carefully considered and rejected the possible use of historical 
controls to evaluate new interventions. Historical controls cannot be used because 
many factors affect the rate of transmission and these factors vary by geographic 
area and time. Rates of 14% to 40% have been documented in more than 10 
observational trials. Since maternal-infant transmission rates have changed over 
time in the same area, investigators could not assure that lower rates of 
transmission in new uncontrolled trials are due to drugs or other products 
administered to the women or infants. 

Public Citizen Incorrectly Implied that those engaged in the trials in question 
have double ethical standards. Ail review groups adhere to the same ethical 
standards. Hence, the criteria for justifying a randomized trial is the seme in Africa 
as in the United States. What is different is the standard of care available in those 
two settings, not the ethical standards. 

Public Citizen has misinterpreted the international guidelines for conducting 
resoarch studies. The guidelines call for Liniversal principles of ethical procedures, 
not universal standards of medical care. Imposing the US standard of medical care 
for all participants in international trials would prevent the United States and other 
developed nations from helping developing countries Ider^tify practical, feasible and 
affordable means for preventing and treating many diseases. Such a standard 
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would have prevented the development of two recently identified interventions that 
have dramatically improved the health of children throughout the world. 

When oral rehydretion therapy (ORT) was developed in Bangladesh, the 
standard of care for dehydration in the United States was intravenous fluids. In 
Bangladesh, however, very few people could afford intravenous therapy and little 
could be done for the vast majoritY of children with acute or chronic diarrhea. ORT 
has proven to be so effective that the standard of care in the United States has 
changed to emphasize ORT. 

The vitamin A story is similar. When it became apparent that clinical vitamin 
A deficiency was associated with an increased risk of death, it was imperative to 
determine if subctinlcal deficiency was also associated with increased risk of 
morbidrtY and martaiity. Large population-based clinical trials that used placebo 
controls convincingly demonstrated that high dose vitamin A supplementation could 
reduce childhood monality in developing countries by 20%-35%. The control arm 
in these trials was not a fully balanced age-appropriate diet because that did not 
reflect the reality of the situation In those countries. The convincing evidence from 
these placebo-controlled trials has led to vitamin A supplementation as an integral 
part of child survival strategies world-wide. 

Many other diseases are important causes of severe morbidity in countries 
throughout the world and effective, practical interventions are needed in developing 
countries to control heart disease, cancer and other problems. Trials of preventive 
or therapeutic interventions are needed, but it would be highly incippropriate to 
insist upon providing coronary artery bypass surgery, valve replacements or bone 
marrow transplants to developing country participants in clinical trials. 

If the simpler, shorter course regimens of zidovudine or other simple 
interventions are shovvn to be effective for preventing maternal-infant HIV 
transmission, then it rnight be possible for developing countries to Implement tow 
technology interventions that would help control the HIV pandemic. The issues 
involved in designing and carrying out these studies are complex. Attempts to 
simplify the Issues have contributed to confusion in the minds of some 
professionals and the general public. Your leadership in reassuring the Congress 
and the public that appropriate procedures have been followed and that the ongoing 
and planned studies are In the best interests of everyone involved, particularly the 
people of poor developing countries, would be most appreciated. 
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cc; Members of the House Subcommittee on Human RoEources, ConQreseweman Conatanco A. 
Morelia. Congressman Elijah E. Cummings 
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UGANDA-CWRU RISEARCH COLLABORATION 

Makerecc Un^rvify, Kampala 
Case Western Reserve Unlverdty, Cleveland 

r.o.aox663 

Kampala, Ugarxla 



Dr. Harold E. Vannus ^ May. 1997 

Director, National Institutes nf Health 
Building l.Rrn 126 
I Center Drive, MSC 0148 
Bethesda, MD 20892-0148 


Dear Dr. Vannus; 


It has reecQtly come to our attention that the Government Reform and Overfight Subcommittee 
will convene a meeting on May 8, 1997, to hear testimony about the Alaska needle exchange 
program. Although not tfie stated purpose of the hearing, we are aware diat testimony on the AZ‘1‘ 
studies in pregnant women in developing countries may be heard. Because researchers at Case 
Western Reserve University have b«n involved in the planning and implementation of such 
studies in Uganda, we would Uks to provide Infonnadon about our current activities that relate to 
tire comments made by the group Public Citizen. 

Faculty members at Case Western Reserve University have been studying the impact of HIV 
infection on the men, women and children of Uganda since 1987. During this decade, we have 
fostered a relationship with members of the Ugandan Ministry of Health and Makcrcre University 
School of Medicine that is built upon mutual trust and scientific integrity. Research projects have 
been developed both to advance our fund of scientific knowledge about a devastating epidemic 
and to promote public health in the United States ami Uganda. It was In the spirit of tills inuluul 
benefit that the studies for the prevention of jnatemal-lnfent transmission of HIV were first 
designed. 

These studies, as all stmlies from Case Western Reserve University, have been independently 
reviewed and approved by ethical review cammittees botfi at Case Western Reserve University 
and in Uganda. In Cleveland, w« have an instihittonal review board that meets ali requiremeots of 
the Office for the Protection from Research Risks and is representative of the citizenry of tlie 
Cleveland. In Uganda^ the AIDS Soientiflc Subconunittee and the Ugnode National Council for 
Scieoce and 'X'echnoiogy comply with ethical standards required by the National Institutes of 
Health. Tho AIDS Scientific Subcommittee reviews all new proposals in the context of the Uganda 
situation and in the light of universal bioethieal prinoiplcs; the Ugaitda National Ckmncil for 
Science and Technology gives fiaal approval. In tlie end, however, only the Ugandans can appraise 
Che ethical nature of a proposed study in the context of Iheir public health needs. It is not 
appropriate for Americana, whether they are scientists, or members of a government agency or 
advocacy group, to impo.<e cultural mores or standards of care developed in the United States upon 
the resource-poor Ugandan health care system. Our Ugandan colleoguos arc ultimately tbc best 
qualified to weigh the ethical considerations involved in a study in their country, for it is they who 
arc faced most directly by the opposing tensions of increasing medical knowledge while providing 
cost-effective sustainable health care. It is also their responsibility to protect their fellow citizen.^ 
fi'Qin exploitation, and foreign collnboralors need to bo sensitive to this issue 
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Wc /ccognisie HIV/AIDS has chsliengcd. and vdji coatmue lo chaUenge. nuf capacities an 
every front, fh>m the basic science to health care delivery. As we have made With Our 

scientific agendsi, we have not lost sight of evolving bioothical issues. Since at least 1994. in 
anticipation of vaccine triahs and other intervention studies, faculty at Makerere University and 
Case Wefftem Reserve University have worked together to revise ethical gUidellneB for the roviow 
of scientific researdb proposals in Uganda with st^port from the AIDS Intemational Training and 
Research Program of the Fogruty iB^enwlional Center. In 1994, a 5-day synipoaum on blocthical 
principles govemlag ciinieai /UDS research was held with the Ministry of Health, the Uganda 
Katis^i&i Council on Science and Teclmotogy and the Ugandan AIDS Commission- The 
symposium included Ugandan participaiits fiom various agancies and commissiotvs of the 
government as well aa representatives from professional otganizations. This symposium led to the 
dcfmition of key issues for discussion vtd has bees summarized in a recent publlcaticm (see 
attached). In July 1996, a second meeting of a core woikit^-group was held to continue to refine 
die (dess first developed in 1994. Ibis v/oA will culminate in July 1997 when a naUonai 
confluence wifi be held in Kam|»]a, IJ^nda, to nwlew usd approve a 5c4 of epical guidelines for 
the HIV/AIDS em drafted by Prs. David Olallo and Meds Kawuma of Makercre University 
School of Medtctne and Sana Lone, JJ3., Ph.D., of Car* Weatem Reserve University. 

The oiembBrs of the Uganda-Case Western Resarve University Research Collaboration are 

committed to performing otbicol, seieatlfioidly sound rosearoh that is beneficial to people in 
Uganda and the United States. In some «c«anstances, plai»bo-ooatftjiled triab may be necessary 
to answer importjmt toscarch questions. Th^e trials may be required when b&iTwntions 

that arc proven efTootivc in the United Sbtes cannot be readily transferred to iha developing 
country safthig because of biologic variability in disease, cost or limitations in the public health 
iiifraslnicturo. Rroperly designed studies, conducted by experienced researchers, can minimize the 
risk to all subjects involved in sudi studies. 


The HIV opidetnie assets all wahes of life hi Uganda — men and women, Ac old and young, the 
poor aad wealthy. It is fair to say Ast no «i© In Ugamia has escaped Ac ravages of Ae epidtanic. 
Many of those infected have lo^ hope and ©ven up. YtA Ab presence of researchiaTS. boA 
Ugandan and foreign, sends an unspoken message that we have not conceded defe^ but Aat Aere 
i.s sdll hope. 

Wo would be pleased to provide farther infonnatioo regarding our activities if you arc interested, 
you may contact Dr. Christopher Whalen at 216-361-3713 (or Arou^ a beeper'. 21 6-464-84 1 0, 
beeper 318S8). 


Since roly, 

Christo|Aer Whalwi, M.D. 

Assistant Professor of Epidemiology aasd Medicine 


''^rotd Ellner, M.D. 

Chairman, Department of Medicine 
Professor of Medicine and Pathology 


-art- 
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TliiomHS M. Daniel, M.D. 

Ernedtus ProFesjscsr of Medicine and Internationzil Health 
Emeritus DireotcHr for Center of Intmutional HcaJtii 

(13r. Daaici oaAtnteutf C> the letter b(< wat inunalbihlc foe etSBiaf) 
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Research Bioethics 
in the Ugandan Context: 
A Program Summary 
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Sana Ixiue, David Okello, Mcxii Kavviuna 


R esearchers, tcienmts, and physicians in Uganda 
have become incceanngly aware of the need to 
develop a tyttsTDatic approach to reviewing bio- 
medical research conducted in ^eir country. Mach of this 
awareness and their coneem ststu from Uganda's high se- 
r opr e valence of human immunodefidency virus {HIV)' and 
the consequent large influx of research moniw and HIV 
fescardiers irom devHeped counedes, usdudlng die United 
States and Great Britain. 

V7e reperc on die proceedings of a five>day sympo- 
sium on bioethical prindples governing cUiuoJ trials, 
convened in Jinja, Uganda in September 1594. The thir- 
teen male and female workshop partidpamts included rep- 
resenadves fram the UgaodaMlniccry of Health, Makereri^ 
University, the Uganda AII^ ComnuBioB, Uganda's Na- 
Qonal Council of Science and Tetdmolog)^ and the Nadonal 
Cheniodteca!>euTic Lahontory. These representatives in- 
cluded echidsts, phyxiciaiis. reseat c h en, and phatnudsts, 
all of whom have conducted research diecuelves. Inidal 
wciritshop sessions focused on the history of human ck- 
petimentanon and die development of proteexjons for hu- 
man partidpancs in medieai reseuch, both in the Uruted 
Sates and incernadianally. The workshop was intended as 
a first step toward examining Uganda's present system of 
hioeCucai review; the applicabiliey of die principles of au- 
tonomy; beneficence, nonmaleficence, and justice to bio- 
medical research in Uganda,; and strategies for fiuther de- 
velopment cf a Ugandan code of research bioethics. Par- 
ddpana concluded that although these priodples are rel- 
evant CO research in Uganda, their adopdoii and imple- 
menianon must reflect the ciicunuances snd cultural oon- 
eexe that axe unique to Uganda. 


Jottmaloftau/, Meditw & Ethics, Z4 (1996): 47-53. 

O 1996 by die American Sodecy of Law, Medicine SC Ethks. 


Uganda's sysum of bioethical review 
Uganda's current system of bioethical review developed, 
in part; in response to the increasing HIV research being 
conducted in diac oouncry. Cuxrent procedures require due 
reseaxdi proposals be fubmicted for review to one of sev- 
eral commircBes, depending on the subteandve natnre of 
the researdi and on the ste at whtdi h is to be conduoed. 
Hospiod-besed te aca rch, for example, mnsc be approved 
by the hospiol ethical commioee of the qKmsocing hospi- 
tal, if such acoiaxDieme exisq Research conducted through 
mescal schools must be approved by die nwwtiral school 
faculty and postgraduate nsearcb con&unee of thacsdiooL 
These eoitunhtees meet on an as-needed basis. 

In addition, all research telaiad to HIV muac be ap- 
proved by the AIDS Reseateb Coaunictee of the Uganda 
AIDS Commission and the Nadaiud Cound) of Sdence 
and Teebnology {HCST). All biomedical rcseatch propos- 
als must be approved by the Standing Conunioee of the 
NCSX This includes all HIV-related propos a ls, whidi must 
have received the approval of the AIDS Commission prior 
to submisuon to the NCST. 

Proposals for research in Uganda which have been gen- 
erated in tibe United States must also be reviewed by the - 
appropriate insticuaotul review board of the American in- 
sdmtion (hat wUl be condactmg the research. The Ugan- 
dan review process leqaires chat proposals ori^nating in 
(he United States for drug trials to be conducted in Uganda 
(QQSC be reviewed and approved by the U.S. Food and Drag 
Administration. 

Critics of these procedures have emphasized seycml 
areas requiring attendoil. First, membership on ethical re- 
view committees tends primarily to include physicians 
rather than individuals with expertise in diverse disdpiines. 
As a result, (he review committees often lack the ability co 
evaluatt research proposals in the behavioral sciences. Scc- 
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ond, membcrahip ccikU to be prcdoouauidf male, Uciii* 
Log the potentui penpecttves ifasc ue ofieted. Thud, corn' 
rru(ce<« rarely indu^ reprcccntadves horn the teseauch 
putktpast su:^ as individuji^, 

dierdjjr depriving the comcaittee of die pcnpcetive o£ die 
individnals mcsr likely to be affiecred by the meaich e£- 
fom. Represencirion on tihe various canmittee is also of- 
ten nor refiective of the edmie diventty » Ugacuia- Foanb, 
the ccmmitxees are not always able to funct^ as indepen- 
dendy as they mi^t wish, because of tbeir des with medi- 
cal tdioolc and gQvenunetiT. Fifth, the review of proposals 
may sequire lengthy periods of time due to the lack of a 
tpiocum St metric and to fhs alKcnfie of a fuancM and 
adrairustza&vt: inhasouauie to suppoct die functioos of die 
rcriew oommittees. Sixth, despite the committee/ charge 
to review the ethical issues raised by the proposJb tubnic- 
ted, the renew ofttti focoses on the sdenafic merit of die 
psopecai and &ds to examine ihe ethicai s^kcs ef du: {xo- 
poted ressuxh- HruU)t the oomnuaMS; in l^andi have o«i. 
ther the legal authority nor a mediaxiira to ensure investi- 
gamr coiapltance with the tsnns of an ap|woved prafoeol. 

The Ugandan adtnmi context of rtscardi biactfaia 

Sbesd/ and econtnyuc tm^uaHiy 
Many partkipanB in cescaieh studies are drawn from gev- 
enuneQr-sappoRtd hospitals and dhiics. Only phytidaa 
visits and the cost of a room are provided without charge 
at th«a« facades. Tbe overwhelming rmaioci^ of padcats 
amtndu^ government-sponsored boJth cate fedfittes tie 
poor and dtey cannot afford the fed for service ai x- 

rayt, medications, and laboratory taos. Many of the pa- 
dona are also illiterate. The popuiarion of diw hospitals 
redeca the ctamis of the mridtey of t Tg»T»<4««e. 
often require two or date mcome-ptodueing aamties co 
survive econoniically.* Women, in particular, may be bur- 
dened by a lack of aconoccue reseurcca due to Uvn prol^ 
idng theic inheriunce of spouses’ or noamaried partners’ 
land and to family Scpaiadtm resulting &om speuisal ill- 
ness or poreners’ loaintensMe of nuddpie households. A 
large percenoge of paoeno may also be infected with WV^ 
These conditions may lead a patient » fed that h^ihc 
really has no “chotac'’ about pactidpating in a rezdy, which 
may well represent the only realistic mechanian for ob- 
tainingthe requisite medical career medications. Rasearch- 
«s and physicians, most of whom arc slgnificandy more 
affluent chan thdr paoctMS, may aoi fully comprehend ei- 
the dreunBrutees bced by their patients or the sufcde 
pretxum due their parients may feel to partidpste. 

History of colonialism 

British economic, educational, and social poltcia from che 


late X«00* through the esrly 1960i resulted in the icccn- 
tusooo of ethnic and linguistic divttitms in a counoy chat 
» chsnererized by a uraftinide of MriiwgUr;..^ 2ftd reli- 
90m, Kid over los^ langa^ea.* Deveb^sieoz oeeuned 
priiBuily in die soudi, and b the area of Bo^inda in par- 

tiaiLu; fioganda profited from the piooeeds of cadi crops. 
The fint schooU, begun by tnisdeuuzbs, were esnhbdied 
in B aywti at. Tbc iim cL^ of Makct^E C^ege, estrii- 
Hsbedm 1922, consaced entirely of Bi^anda shunts, with 
many dxsust aught m the loeallanguago of Lugauada. Noa- 
Bagwida students were not admit^ uaoi 193 2. Thu* the 
Baguba came to deminatc the country at the rexidt of 
both the ecoticmic and educatkuial poSdes.^ Tbesa beq- 
uitica later rcficcied in Uganda's 19£2 dedstation of inde. 
pendence.‘ 

The eehnie divioveneu, fueled by British pobae* fst- 
die Bi^anda, contiiuies to be Cdt, dtipice Ugar^’s 
Ind^tadenceb ]9ti2. Uganda’s moA^ueated and pros- 
perous atizem ace Bagsnda. Reviewos and nsearchen may 
not folly cotnpeebend the cucunistances faced by paocna 
and potential rcscacch pacticipants whose fonsfies com- 

mufoties have hi»oricdiy bm less foviKed. This may be 
puticiilariy pr^lematic in aniarions where a rcseardi r«- 
riew committee is conpoecd primarily of meiabets of one 
edmiebaclcgraun^ while the ina)nri^ of research partid- 
{Oncs are of aacuher edinlc group. 

Tho lesctcyaftyramry 

Since i« indepcadence, Ugaada has been plagued by aiai- 
tiple fotittt of disassef, iadodijig hunine, tyrannic w^- 
spread vioiadons of human righev epidemics, economic 
collapse tribafom, cml waq and the collapse of die cen- 
tnd govoianent.^ Milton Obote wa* elected Uganda’s fim 
fttim* minaaer ai 19S2. Hit teghne was chanurreriied by 
the incieasbg use of ftwre b> malatak strisility. The com- 
mander of Oboce's amiy Idi Anin, staged a coup m 1971 
daring Ohme’* ab t enc e front the counCtyi Aitun'a takeover 
was iiariaily u^comed, based on hit promises of a returri 
asoi^an rule. 

Amin’s actions were notably discordantwith hit vrords. 
Amin appointed himself president for life and began park- 
ing various betiotu widjia the nulitary. In 1 972. he forced 
Ariaa busiBeaes to clre* and expelled all Ariant from dw 
country. Tbc retuiting economic dicasoer w« followed by 
yean of cerrai, during which Anun b estimaird eo have 
killed »t lent 300,000 Ugandans. His primary targea in- 
cluded the Bonhere tribo, riv J politiciaitt, and the edu- 
ored. inefotfic^ heaJtii care worketa. 

Obore, who had been in exile in Tanzania, returned to 
po*w (through a general election) m December 1980, fol- 
lowing Anun'i forced exile in X57y. Obote continued 
Amin * reign <d serrtx with a patrem of derention, comas, 
and murder. The Nationai Rcsiscance Movement, led by 



131 


Yo¥reri Muscreni. Icxl an upruiDg against the government 
in 1981^ plunging the esuntxy into dvil war. Tito Okcllo 
succeg hilly led a coup against Obocc in August 1985. In 
January 198€, Museveni was sWom in as president, end- 
ing a fifteen-year period o£ war and terror.* 

Unci] the Amin yean, Uganda had had one of the best 
health care systems in Africa.* Govemiuenc health £uili- 
des were well scaifed, and drugs were available without 
charge. Between 1969 and 1974, howoven the number of 
phyudans and pharmacists decreased draxnaocally due to 
Forced expuleion and emigmion, rcsuldng in a severe Jack 
of drugs and trained medical penonnel.'* Uganda is now 
in the process of reestablishing an organized health care 
system, indudmgvarious awiing programs for physicians, 
nuncs, and healdi researchers. 

Despite (he generally high value placed on sctencific 
research by tnembers of the profes^na, popular reaction 
may be mixed. For example, some Ugandans believe that 
foreigners brought HEV to their country and that the for- 
eigners are now exaggenong the impact of HlV as the 
result of a preoccupation with academic pursuits and a 
desire to devalue Africans.^* The issue of HIV's East Afri- 
can origin has also created bad feelings among some Ugan- 
dans. 1^e impact if any, of these sentiments on the con- 
duct of HIV research seems not to have been syscemati- 
calJy examined- 

The four pdacq^ and Ugandan culnxre 
The Nuremberg Code of 1947 recpiiro that biomedisal 
research be conducted in a manner consistent with four 
eihicaJ princjpla: autonomy, beacficcisce, nonmsleficence, 
and justice.'* These four precepts have been ceaffirmed in 
subsequent coda u an accepted basis br biomedical te- 
Vigorous debate has reOendy ariacn, howeveq 
about the apprapriaceness of applying (his ^SPbtern stan- 
dard to biotnedieal research in developing countries and 
about Che form chat such appiicacion should take.** The 
proceedings at Jlnja reflected similar concerns about die 
applicainlity of these concepts to Ugandan culture and, if 
applicable, about the manner in which they could be imple- 
mented. 

The initial discussion focused on whcdicr these four 
prindpies should be accepted as the basis foe cduol ce- 
ricw of biomedical research in Uganda; and, if so, how 
rigidly chose pnnciples should be applied. Partidpants 
unanimously accEptsd these prindpies as controlling bur 
favored a ‘*contsxc*sensiave application’"* of the prindpies. 

Tlus modified casuistic approach is both pragAudc 
andsound. First, the co n ce p g enundaced by the Nurnnberg 
Code and the Helsinki Dedazadotu are neither absolute 
nor dear'* In pardculor. the codes provide no guidance on 
howto resolve conflios resulting riom an attempt to maxi- 
mae more chan one principle simuiuncousif.'*’This diffi- 


culty may be parricularly acute in Uganda due to ics reli- 
gious and ethnic h e teroge n eity. Second, a eatititr;/- or case- 
based approach permiB coadtiuous reinterprecation and 
revision as new cases and dreumstances arise.'* Upnda’s 
develc^meni of a process and method for reevaluacion is 
cridcal in view of the major social, political, and economic 
changes now occuning. In sum, reliance on this modified 
casuistic i^ptoach will not only asnue ccseareh parrid- 
pans ofarequired minimum level of protcoion, but will 
also pennit a hiller eonrideradon of diverse points of view 
and the icUosynctasics of each cue. 

Autono*ny 

The Nomnbetg Code and Ib progeny require that pardd- 
pants Ut biomedical research (I) provide consent to par- 
ddpate voluntarily firee from i^ud or duress; (2) have die 
legal capacity to give cansen^, (3) be Infomied about the 
naeurc. duration, and puipoie of the experimenq inciud- 
ing the risks and benefies which may result; and (4) under- 
stand the infermadon communicated to dion.'* 

This concept of autonomy reflects tbe baric premise 
of individual soveragncy. Many cultures, however, subor- 
dinare the wishes of individual to thc^ of die immedi- 
ate or exmoded fasnily.** For instance, a sick pezson's fam- 
ily may dedde whether the iQ member should seek health 
esre and fiom whom that treanaent should be sought.*' 
Similarly, In Uganda, tbe ability of an individual u partiei- 
pate in ^medical tesearch depend on tbe acquies- 
cence or consent of anothez family member. 

A difficulty in the interpretadon and application of 
this principle is riiat lomewhar coafltcdng legal and tradi- 
Qonal praolca govern consent. As an esomple, Ugandan 
civil law states that an eighteea*year-cld male living at home 
has the legal right to make his own dedriona. Customary 
law, however, dictates chat the ton obtain his father's con- 
sent prior to CQtezins any obligaden. Women are often e^ 
noinically dependent on (heir pactnetri^ and, in tbe experi- 
ence erf many wocking group nemben, often refuse to make 
a dedrion reganduig their own parnripadon or their cluld’s 
partidparion absent die coDsent of dietr parmec 

The working group resolved this apparent conflict 
b ew e eu Ugandan custom and the ^^stem concept of au- 
tonomy by recommending a mandatory \raliing period 
of forty-eight hours between the time parddpadon in a 
study is solicsTed and the informed consent form is signed. 
This would give the proepeedve parddpant an opportu- 
nicy TO reviewthe information provided and to con^ with 
others, should the pnxpectivB parridpanr want to do so. 
Tbe working group reached general consensus to the ef^ct 
chat a. research participant must give hisdier own consent 
CO patridpate; another individual could not consent for an 
unwilling individuaL A family member could, however, 
seek answers to questions— regarding a study’s methodol- 
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formly dcmamie^ by Western fundinff roiarces.^ Finaiy, 
past experience has deoioiviGcacEd dux; the ccmcejct of 
research the fous princ^lcs work more or iets to eihxta- 
axc thtir goal; pronsnian ^ research pactscfpsmxs. The 
working gzcmp’s suggen&d repackaging of these principles 
to incorpotats local cnsioffis and traditions ofim several 
pcxeadal bcndGniy icclndbg the alleviaaoa of fem assod- 

aud with dw of a foceagn'Ktaadatcd code and rhc 

devdopmenxofgisater understanding and respea between 
Ugandan and Westem researchen ai^ their research par- 
odpanes. 

A sigraHcant amount of work remains. Additional per- 
spectives muse be induded in die develo^nenc af a bioec* 
hieai review process, iocLiding chose of the fudioarr, the 
teli^ous eommunitiea, and the i«^ ceunmuniev. Concepts 
mutt be phrased and reexamined in a coAtexe ^propriace 
CQ l^anda and Its cidzern* tenalHMes. Foe intraflce, 
choice" may be more eaaSy dis cus s e d and implemented as 
"seli-decenninatlon,’ which appears leu selSsh and indi- 
viduaiisde, and more easily iocoeporatea familial and sod- 
etal considendom.^ The baiai^s of povmr in consent ae- 
godacons ciiBst be more hilly explored, mdudiag peri^>- 
nons of consent and decision makifle ia pacncukijy vul- 
nerable or inttilar populations and the cole of cedprodey 
in these a^odadoiu.^ Guiddines maar be devdoped. <£»- 
smsinated conunet^ and levi^ prior to h^mai iHiUI' 

canon and iix^ementaiion. 

The process of developing educsl gmdeliaa for medi- 
cal research in Uganda w^ continue fas some dme. The 
Stranges now beii^ used to develop dicffl. may provide a 
blueprint foe oth^ coimtcies ei^pged in a sin^nr exami- 
nadon. 
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HARVARD SCHOOL OF PUBLIC HEALTH 

department of Nutrition 


May?, 1997 

Harold Varnius, MD 
Director, 

National Institutes of Health 

Oftlce of the Director. BuEding 1, Room 126 

Betbesda, MD :^3^2 


Subject: Public Citizen report of April 1997 on trials lo evaluate the efficacy of 

interventions to reduce mother-to-child transmission of HIV infection 


Dear Dr. Varmus: 

We are writing to express our concern about the recent Public Citizen report that labeled as 
unethical most of the ongoing HiV prevention trials in various countries of developing world, 
including a trial that wc are iinpiemeating in Tanzania, 

We are carrying out a trial tt) examine whether vitamin suppiemems reduce the risk of motlKr- 
to-cbild transmission of HTV-infection. In observational epidemiologic studies, vitamin A- 
tlcficient women were at an increased risk of transmitting HIV infection to their babies compared 
with women who had sufficient levels of vitamin A. In a number of .studies, poor staiu.s of 
vitamin A and other vitamins were associated with lowered immune fiinction, possibly leading 
to a higher risk of transmission of the vims. 

Our study was approved by 3 different ethkal committees: the Ethical Clearance Committee of 
Muhimbiii Medical Center, Dar es Salaam, Tanzania; the Ethical Committee of the Tanzanian 
Ministry of Health; and the Institutional Review Board of Harvard School of Public Health. We 
regret the fact that the Ihiblic Cuizen group feels that it is in a better position to decide whai is 
ethical for HlV-infectcd woiiicn, when Uie Tanzanian ethical committees have deliberated at 
length and decided that the conduct of the trial was in the best inieresi of their people. 

We do not question the right of HIV-infected pregnant mothers everywhere to receive the best 
preventive intervention. The immediate concern, however, is that, the ACTCr 076 regimen is 
unaffordable to most of African countries, including Tanzania where the annual per capita health 
cxpetwliture is less than S3. 50. Therefore, low-cost interventions are urgently needed. Vitamin 
supplements are one of the few potential interventions which are inexpensive enough to be made 
available to people in developing countries. The efficacy of .shon-course, and relatively more 
affordable, antiretroviral therapies should also be evaluated in these settings. 


66S HuRtinftoa Boiren, MasucHuseca 02115 Tel; (Si7) 432-13.13 i^x; lS17) 432-2435 
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Assuming that ACTG 076 regimen were affordable, its cfftcacy in reducing the risk of mothcr- 
to-child transmission of HTV infection has not been examined in a breastfeeding population. 
Providing this regimen in countries where breast feeding is common for upto 2 years of age, 
would require the introduction of artificial feeding of the infant from birth. This change in 
breastfeeding policy is unaffordable, in addition to being associated with a higher risk of 
morbidity and mortality. 

Our institutions have been involved in collaborative research and training in the public health 
field for the last 20 years, more recently focusing on issues related to HTV infection. The 
National Institutes of Health have been instrumental in supporting our efforts, and those of 
colleagues at other universities in the US and in developing countries where HIV infection is a 
serious problem aaid the interventions to limit its spread are limited. We count on your 
leadership in allaying the public anxiety that may have been created as a result of the recent 
Public Citizen report. 

Sincerely, 



Wafaie W. Fawzi, MD. DrPH 

Assistant Professor, Harvard School of Public Health 



Gemard I. Msamanga, MD, ScD 

Senior Lecturer and Chairman, Department of Community Health 
Muhimbili Medical Center, Dar e.s Salaam, Tanzania 


David J. Hunter, MD, ScD 

Associate Professor, Harvard School of Ihiblic Health 



136 


JOHNS HOPKINS 

i s I V i: H s I T V 

Sctiool of Hygiene sod ?Mk Healtfi 

Oepafimenl of International Health 
515 N. Woile Street 
Baltimore MD 21205 
(410) 955-6964 /FAX (410) 550-6733 
Telex n02340Q23 PU6 im 8AL 
Cable Address PUB HYG 

Olvrsion ol Disease Comroi 

Dr. Harold Varmus 
Director 
NIH 

Office of the Director 
Building I, Room 126 
Bethesda. MD 20852 

Dear Dr. Varmus: 

As I believe you are aware, I am the Principal Investigator of an HIV intervention trial 
that is to be conducted in Addis Ababa, Ethiopia, In the recent news release from the 
Subcommittee on Human Resources, there is a sentence that states "Critics claim an 
AIDS drug trial being conducted in Africa lacks informed consent and increase (sic) the 
risk of infection of some infants." Ms. Pettengill in our Public Affairs Office was told by 
one of Congressman Shay^ staffers that this statement lefened to our study being 
conducted in Ethiopia. Should this issue be brought up in tomorrow's hearing, I wanted 
to provide you with specific infonnation to refute this statement. 

First, the trial has not yet begun. With regards to informed consent, it is 
important to point out that as a former vice-Chair of the Johns Hopkins University School 
of Hygiene and Public Health's IRB, I believe veiy strongly in the principles of 
informed consent and have worked diligently to optimize the process in our study. 
Therefore, we have established the following for our study in Ethiopia: 

1) We have 2 consent forms, one for HIV screening and one for enrollment into 
the trial. These forms have been reviewed and revised in country, have been translated 
into Amharic (the local language) and back-translated into English several times with 
appropriate revisions being made at each step. All women attending the prenatal clinics 
will be provided with group education regarding MIV. They will then meet individually 
with a counselor who will provide additional information regarding HIV and the clinical 


:::: :.,;y -a a ii, as 


May?, 1997 



137 


trial. Any woman agreeing to sign the consent form will be asked a series of questions to 
be certain that she has understood the content of the consent form. If she cannot answer 
the questions correctly, the counselor will review the consent form with her again. 

2) The counselors who will be involved with our project have had intensive 
training that involved role playing, and video taping, as well as educational sessions 
regarding HIV. The training supervisors will do regular monitoring of the counseling to 
ensure that the counselors arc doing a good job. 

3) We have asked Dr. Michael Sweat, a medical anthropologist to work with us 
on this project and to specifically evaluate the effectiveness of our HJV education and 
counseling process. He and his Ethiopian colleague will provide feedback on our 
existing consent procedures, including the cultural appropriateness of the process. 

Finally, while our study does include a placebo arm, there is nothing in it that could 
"increase the risk of infection of some infants". Thus, the entire statement in the news 
release referring to our study is factually incorrect. 

Thank you for your attention to this matter and please let me know if you have additional 
questions. 


Sincerely, 


^ ( 7 ^- 

Andrea J. Ruff, M.D. 


Associate Professor 


Attachment: Subcommittee on Human Resources News Release (May 2, 1997) 
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VGAKDA CAKCER INSTITUTE 
P.O.BOX 3335 

B4«fALA 

TEL.-Cl 1-25-41-540-410 

FAX:0U-2SB-4i-532-282 or OU-25$-41-50O-lM 
Date: Hay 6, 1997 


Dr.Earold Yarmus 

Director, National Xnstitutas of Health 
Bld^ i. Ra 126 
8000 Rookville Pike 
Betheadm. Kaz*y]and 20892 

Dear Dr.Varmud, 

Subject: Public Citizen News Release. 

I have read with dismay and disbelief the abovs mentioned document re^ardin^ 
CUnioal Trials in developing countries vith Bpeciai emphasis on those taking place in 
Uganda. 

It raises various issues which I would Like toaddreas: 

Policy: Because of the different economical capabilities, policies regarding health 
management differ between industrialized and developing countries. Vhereas it la 
policy that all pregnant women in the US and other developed eountriee get AZT, this 
U not possible in many developing countries today. To expect any of these countries 
to afford the cost of AZT ao given in ACTG 076 Is not realistic. It follows therefore 
that developing countries need to conduct research that will generate results which 
will have practical applications and relevance to the practice of medicine and 
affordable oewt of medicare in those countries. It is the policy of our government to 
collaborate with international Institutions and agencies in health research. This 
collaboration should not be viewed as a sign of weakness. Ve are not coerced into 
carrying out any research. 

Inadequacy of the current review syetoau It ha* been suggested that some IRBs arc 
composed of researchers Who because of different social classes and for selfish 
reasons cannot safeguard the interests of their citizens. This level of patronizing is 
In ray opinion uncalled for. For instance in Uganda our IRB for AIDS research of 
which I ao the chair, if conflict of interest arises the researcher concerned is 
recused. It is a wrong aeauraption that w© do not hav© the vision to de»l with such 
issues. 

Tuekogee Part two: It is very unfortunate that this comparison has been made at all. 
It dramatizes and ignores the facts at hand. Ugandan researchers are Pla on theao 
protocols and the local IRB approved them after scrutiny. 


-I- 
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tetarnation&l Ethical guidelines in Bjoaedtoal Reaearch: 

The last paragraph on patfe 7 of the Internationa Ethical Guidelines for Biosedical 
Heeearch. Involving Human Subjects roeda as folloHa' The otere formulation of ethical 
guidelines for biomedical re 8 ea 2 *ch involving human subjects will hardlr resolve ell 
the moral doubts that oan arise in association with such research, but the i^uidellneB 
can at least draw the attenUon of mvestidat^s, sponsors and ethical review 
oootmitiees to the need to oonoider oarefulXy the ethioal implications of reeoaroh 
protocols and the conduct of the research, and thus conduce to hi^h scientific and 
ethical standards of research.” 

The studies under consideration are designed to nespond to the needs of the 
developing world namely slowing dow^n the tranSBUSsiom of HXV from mother to child 
thus reducing on the burden of disose in these oountrics. They au'e In oonformity 
with Guideline which states as follows** Before undertaking research involving 

subjects in underdeveloped coinsunities, the investigators must ensure that 

the research is responsive to tho health needs and the prien'ities of the commumtr 
in which it is to be carried out} every effort will be sus.d« to scoure the ethical 
imperative that the conaentof Individual subjects be informed; and the proposals for 
the reaearch have been reviewed ai^ approved by on othicsl review committee that 
has among Its members or oonsultants persons who are thoroughly famHiar with the 
oustoos and trudiiions of tbe community.” 


Insensitivity at nows release: This release ignores the magnitude of tho HIV opidoaic 
especiaUy in Afruai. It forgets bow poorly the health sector is financed in developing 
countries and the countries* desire to come up with affordable effective treatment 
regimens. 

Ethioal ImperiUasm: These are Ugtuidau wtudies conducted by Ugandan investigators 
on Ugandans. Due to lack uf resources we have been sponsored by organizations like 
yours. Ve are grateful that you have been able to do so- 

Thera is a mix up of issues here which needs to be clarified. It is not NIK conducting 
the studies in Uganda but Ugandans conducting their study on thsir people for the 
good of their people. If this is not acceptable and the only way to do it is that which 
has boon suggested in the news release, theti Uiis is tantamount to ethical 
inperiliasra. 

Design of tho study: AZT given In ACTG 076 study Is considered tho 'gold standard", 
for a moment let U8 assume that it was our 'control ara" of the study- If the results 
of the study showed that the transmission rates in other arms were less than 66S, 
what would be our inference? Obviously we would say tlial those treatojcnta are 
Inferior to ATT and therefor^:; itoL reoutouiended. Juet tiuagiuH what would liaupeu if 
they reduced Iranealssion by half using the placebo as the reference point. The 
reaction and reoocimeRds.tion8 would diffareuU 

I would like to ^uwU! Guideline # 10 which states as foUows'Indlvtduals or 
oomBunities to be invited to be subjects of reoearch should be selected in ouch a. way 
that the burdens and benefits of tl^« i-eoearch will be equitably distributed.' Ve ore 
of the vIqw tluiL our studies fulfill this requirwinent. 


- 2 - 
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In suBoary tb«r«fdr«, ih«s« studies are a priority of Uganda’s In oontroUin^ 

the spread of the epideatks. Furtheraora they oonfora to hi^h soientifio and ethicei 
standards interpreted in the li^ht of the epidemic and financial raaourcee available 
to oater for the ever drovinjg need in our country. In approving them va have been 
{fulded by our needs, the International axsoepted ethical prinuples and at the same 
Use rejeotin^ '’ethical imporiliaBB". 



Edward S.Hbldde. MBCHB 
Chair. 

aids Research (^maittee 
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UNIVERSITY OF CAPE TOWN 



Department of Paediatrics & Child Health 

' cmw hed'h Unrr 

Chrtrt-ens Centre 
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SteTO & ROUI LO&wwtisIwin Piofoiiv vf Ci'kU Hooith. W. Joeoos 


8 May 1997 

Dr Harold Varmas 
Directui 

National Institutes of Health 
Building 1, Room 126 
9000 Rockville Pike 
Bethesda, MD 20892 
USA 

Dear Dr Varmus 

It is interesting to have heard and read about the debate that is currently ongoing in the 
United States about the ethics of conducting A2T interventive studies in developing 
countries. As a scientist in .South Athca involved with research that is supported by 
international institutions I thought that it is necessary for me to express some opinion on 
the iiiatlcr. 

In South Africa the HIV epidemic is having a major public health impact 'I'he Niarional 
Department of Healili lias just last week released the results of the 7th national survey of 
women attending antenatal clinics. Nationally approximately 14% of women were found 
to be HIV positive and in some areas, which arc predominantly the most disadvantaged in 
the country, the rare in excess of 25%. ExUapoIating from these figure.?, estimates are that 
that approximately 70000 IIIV infected infants will be born this year. 

I he result of the 076 trial was extremely heartening. AZT successfully reduced the idle uf 
vertical transmission. The major" problem for virtually all cour^tries in Africa is that the 076 
trial regimen and cost of AZT precludes its routine use. Even in South Africa, giverr its 
material wealth, it wnnicl probably be impractical. If AZT (or any other anti-rctrovirai 
agent) is lo be used as a .strategy to reduce perinatal transmission then a more cost 
effective regimen mu.st be developed. The only way to prove the efficacy of such an 
inieivention would be in a placebo controlled clinical trial. 


f\i r.fv\tk Tl^w1^ 4 it-<VT>nvfiM to odioies o* ryifwTi inriy mid otfirmofiva ocfion 
a<a CMorttoc to frj friwoo ot ptotnotirifl crtticoi Vxjui'v Of'O tc^olo'tr.®, 






142 


Public Citizen has acaised American re.searchers of violating international rulc» of ethical 
practice by supporffng placebo control clinical trials in developing counties. By 
implic.arinn they are accusing the researchers in these countries of duiiik; likewise. Many of 
us who (as health activists) have been involved in the struKxle for democracy in health 
under the old apartheid rejdriie in South Anica will be offended by such accusations. In 
Soulli Africa two clinical trials arc currently taldng place and is being conducted by 
scientist from within the country. One is evaluating anti-retrovial therapy and the other 
vitamin A therapy. Many of us do not see these trial as violating ethical norms. My 
colleagues involved in the trial are responsible scientist and the project has undergone a 
stringent ethical review process. Many of persons involved in these studies are Ail )S 
activists and are not involved for personal gain or glorification. In addition the Departnient 
of Health under the Mandela government has given the studies its tliU support 

The ertbrts of orgamsations who speak up for and who are atiempring tn protect the 
intere.«:t of the oppressed and exploited in developing countries are to be commended. In 
the context of the current debate It would have been more constructive to have ubtaiiicd 
the viewpoint of those who are being spoken for and those (the reseatcheis in developing 
countries) who are being accused of violations of ethical practice. Thcic will always be 
coiiliuvcisics iciatiiig lo the conduct of placebo conlioi clinical trials in developing 
countries. Given the available sciciiLtfic data and taking into account the problems of 
delivering health care in developing countries, such studies can help define the most 
appropriate cost-effective interventive strategy. 

The debate on anli-rctoviral therapy clinical trials in pregnancy has been raised. Hopefully 
the matter will be resolved in a constructive manner. This is not the only problem. There 
are numerous other moral and ethical dilemmas that confront all of us involved in AIDS 
work. In the conte.xt of AIDS treatment should we not be harnessing our energies to get 
the pharmaceutical companies to reduce the costs of anti-retrovirals and thus make these 
rtntg.s ar.oft.s-sible to ailV 


Yours sincerely 


Associate Professor Greg Hussey 

Senior Specialist and Head of Paediatric Infectious Diseases Service. 
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Mr. Towns. Thank you very much. 

Mr. Shays. Thank you. Mr. Kucinich. 

Mr. Kucinich. I just have a quick question of Dr. Varmus. If 
NIH believes that only placebo controlled studies can provide an- 
swers to the questions most relevant in developing countries, why 
then is the NIH funding one Harvard study in Thailand in which 
no women will receive a placebo and all with receive anti-viral 
drugs? 

Dr. Varmus. Well, we don’t believe that that is the only way to 
achieve results. Thailand, of course, is a somewhat different situa- 
tion than some of the African countries we’re discussing today, be- 
cause of the more — the stronger economy and the ability of the 
country to provide drugs that are more expensive and would be 
unaffordable in Africa. 

Mr. Kucinich. And if it’s true that using placebo controls reduces 
the number of subjects needed to demonstrate statistical signifi- 
cance, why does NIH funded non-placebo controlled study in Thai- 
land anticipate in enrolling fewer subjects than the U.N. AIDS pro- 
gram study in Tanzania, Uganda and South Africa? For example, 
you have, I think, 1,554 subjects in Thailand versus 1,900 in a 
combined U.N. AIDS study. 

Dr. Varmus. 1,500 subjects being enrolled in Thailand. I’m not 
quite sure what the question is, Mr. Kucinich. 

Mr. Kucinich. I’m asking why, if you are using placebo con- 
trols — if you’re saying that reduces the number of subjects that you 
need to have statistical significance — do you agree that you do 
that? 

Dr. Varmus. Yes. 

Mr. Kucinich. OK. Then why do you — why does this funded non- 
placebo controlled study in Thailand anticipate enrolling fewer sub- 
jects than the study that’s going on with the U.N. AIDS program 
in Tanzania, Uganda, and South Africa. I’m trying to compare your 
policies with the other. 

Dr. Varmus. I would have to look at the details of the protocols 
more closely to give you a direct answer to that question. I’d be 
happy to do that for the record. 

[The information referred to follows:] 



144 


Insert for the Record of the May 8, 1997, Hearing before the House Government Reform 
and Overa^ht Subcommittee on Human Resources, |»ge 82, lines 1843-1847. 

Response to Question Raised by lUpr^entative Kucinich to Br. Harold Vannus, Bisector, 
National Institutes of Health: 

Before any clinical trial is started, it is essential to estimate as precisely as possible the number of 
study participants that will be reqiured to answer tl» question of wl^ther or not the tr^tment 
^died is efi^tive. Hiere sxt a numb^ of factors that go into a statisticaUy>based 
estin^tion of how many study p^icipants will be required. These &ctors include: 

1) how large is the intact of the treatment expected to be? That is, is the treatment expected to 
be 100 percent effective or 50 percent effective or less effective? 

2) how certain do the inve^igators wish to be that their finding at the sul of the shidy is in toct 
re^ and did not occur by chance alone? 

3) how common is the occurrence of disease that the investigators are seeking to reduce? For 
example, if a certain disease outcome happens in 40 percent of people exposed and you wish 
to reduce this ocairreiK» such that it occurs only to 10 perccitf of the people exposed, you 

a much smalls number of stody partidpan^ th^ if a ceitok disease out(X>me happened 
in 10 percent of people exposed and you are trying to reduce it to 2.5 percent of the people 
exposed with the treatment you are studying. In both of these cases, the reduction you are 
trying to see is a four-fold reduction, but many more participants will be needed in the latter 
versus the former case. 

CHl^ i^es tlmt conto into play in drt^mimng the number of study partidpants include how 
many partidpants may be lost to follow-up before the end of the study. 

The two studies referenced in this question are very different studies. One study (the UNAIDS 
study wluch is placdx>-controll^) is looking to see whether or not two drugs used together 
(ZDV and 3TC) can rexluce mdth^-to-in&nt transmi^on of HTV. This stu^ is ongoing in 
severe sites in Afiica ^ is comparing three different regimens of the two-dmg combination 
against placebo. In this study, the mothers will be breast-feeding their babies afier delivery. In 
the otha study (the NlH-supported Harvard study in Thailand), one drug (ZDV) is being studied 
in tour different types of regimens. The mothers in this study will not breast-feed their babies 
aftor delivery. 

In putting together tl^ sample size calculations in planning how many women would be needed 
to participate in their studies, the investigato:^ of the two different studies used the three toctors 
listed above. In addition, they n:^e some estimate of the number of women who might not 
complete their study. Because some of the factors that go into calculating the needed number of 
objects arc very different when comparing Thailand to multiple rit^ in Afiica, the m^«stigatof5 
re^ed different e^iimtes conc^ng nuniber of stu^ participants ne^ed. 
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Mr. Kucinich. ok. I’ll pass for now. 

Dr. Satcher. I may have contributed to some of the confusion. 
There are two or three reasons why we feel the placebo control 
studies are important and I’ll just briefly mention them. You know, 
I mentioned what the countries are wanting to learn from these 
studies. One issue is safety. They want to be certain that AZT is 
safe as it relates to the mother and a developing fetus. And it’s a 
question that can only be answered by using, from our perspective, 
placebo controlled studies. We can’t answer it satisfactorily com- 
paring short-term dose with a long-term dose of AZT. 

I gave one example of that. There are also complicated statistical 
reasons why we couldn’t answer that question using short-term 
AZT comparing it with long-term AZT. And so I think there are 
questions that the host countries have asked that we can only an- 
swer, certainly in Africa, by using the placebo controls. 

Mr. Kucinich. Well, one quick followup based on this colloquy 
with Dr. Varmus. Did you say that using the placebo controls is not 
the only way to do a study? 

Dr. Varmus. You can get information. It may be less reliable. It 
may take more enrollees. Again, I don’t know the details of the pro- 
tocols you’re alluding to. One obvious reason why the study popu- 
lations might differ in size is because of the frequency of infection 
or the prevalence of infection in those populations. 

Mr. Kucinich. Do ethical considerations come up when you get 
into those matters? 

Dr. Varmus. They might depending, again, on the availability of 
support systems to provide the drugs that might be used. 

Mr. Kucinich. Would you advocate that the most ethical way al- 
ways be used in designing your protocols? 

Dr. Varmus. Well, I think you have to be clear about what the 
most ethical way is. 

Mr. Kucinich. Yes, we do. That’s what we’re here. 

Dr. Varmus. Yes. I know. But it can be difficult. It may vary 
from country to country. 

Mr. Shays. Gentlemen, we’re going to probably need to ask ques- 
tions for another 30 minutes. We have a vote now. I’d like to say 
to the second panel it’s very unlikely that we would get to you be- 
fore 1 o’clock. And so you may want to get something to eat. We’re 
going to have a vote and we’re going to come right back. We con- 
sider this an expert panel. 

Not to be compared to many others we have had. You are an ex- 
cellent panel and we really want to get some things on the record. 
So we’re going to vote and come back. We may then end up with 
another vote 10 minutes later, and I apologize. But we’ll make the 
best of it. So I would just say to the second panel, if you’re back 
by 1 o’clock, we’ll begin with the second panel at 1 o’clock. I don’t 
think sooner. And so you don’t need to be here sooner. I want to 
be clear. Second panel does not need to be here before 1 o’clock. We 
stand at recess. 

[Recess.] 

Mr. Shays. Dr. Raub, let me start with you and ask why has 
HHS not abided by the regulations by making appointments to the 
Ethics Advisory Board? And it goes back a long ways. I’m not 
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throwing stones here. But it goes back to 1979. I’d like the short 
reason. 

Mr. Raub. I’ll do my best, sir. 

Mr. Shays. OK. 

Mr. Raub. The Department believes that it is operating in con- 
formance with both the law and the regulation with respect to the 
Ethics Advisory Board. The 1975 regulation did several inter- 
related things: It imposed strict limits on research with fetuses and 
with pregnant women; put an outright ban on in vitro fertilization 
research; and then defined a process for exceptions. And the Ethics 
Advisory Board, or boards, were the vehicle where exceptions could 
be considered to either the ban on in vitro fertilization research or 
the restrictions on research with fetuses and pregnant women. 

Mr. Shays. I had interpreted the Ethics Advisory Board had 
broad discretion over ethics in medicine, not limited to just a cer- 
tain area. 

Mr. Raub. The regulation is framed where the secretary has the 
discretion to have an ethics advisory board for specific tasks of that 
sort or for a broad set of issues. 

Mr. Shays. So it’s not one board that’s supposed to make a ruling 
on lots of different issues? 

Mr. Raub. No, sir. The regulation allows for the possibility of 
several different boards. 

Mr. Shays. Or just one. 

Mr. Raub. Or just one. 

Mr. Shays. Yes. But why would it be in our best interest to es- 
tablish commissions and not have a board that is fully funded and 
has a staff. Eor instance, you’re getting an executive director, basi- 
cally a replacement — you’re acting as the executive director, cor- 
rect, of the commission? 

Mr. Raub. Yes, sir. 

Mr. Shays. And I don’t understand why that would be a logical 
way to proceed. It seems too ad hoc to me. 

Mr. Raub. OK. Well, one of the options available to the adminis- 
tration was to invoke the secretary’s authorities to create an ethics 
advisory board. And it could have addressed essentially the same 
agenda that the NBAC is. However, we view it as clearly more de- 
sirable for this to be a Presidential level commission, especially giv- 
ing it the span of involvement of multiple agencies in the Govern- 
ment that are involved in research on human subjects. 

Mr. Shays. How many people are employed on this board? 

Mr. Raub. There are 17 members of the board, 17 commissioners. 

Mr. Shays. Yes. 

Mr. Raub. And the staff supporting it involves eight full-time 
staff and four who are part-time. 

Mr. Shays. Now, your testimony, I thought, said it continues or 
authorized until, what, October? 

Mr. Raub. That is correct. 

Mr. Shays. What’s the logic of that? 

Mr. Raub. The Executive order signed by the President covered 
2 years from the date of the President’s signature. And the Execu- 
tive order allows that it expires on that date unless extended by 
an Executive order. 

Mr. Shays. Right. So what’s going to happen? 



147 


Mr. Raub. Well, the administration is now considering extending 
the NBAC charter via amendment to the Executive order because 
of the additional work load that has developed and because of the 
additional issues that have been identified. 

Mr. Shays. Well, it seems to me like a no-brainer that we need 
this work done. I don’t quite understand why this wouldn’t be a 
permanent board. In other words, when I’m looking to see what we 
have, we have basically local institutional review boards. We have 
those. We have the institutes of health and their boards and we 
have the Ethics Advisory Board not constituted. I see a gigantic 
void here. And you don’t see a big void? 

Mr. Raub. Sir, I believe you’ll find many advocates within the 
Government as well as outside for the notion of a continuing body 
with functions similar to that of NBAC to address these issues just 
in the way you’re suggesting. Many are looking to the experience 
with NBAC as getting additional evidence and information as to 
the desirability of such a board. And I believe that’s one of the 
major issues under consideration right now. 

Mr. Shays. Why would someone take a job that basically they’re 
not guaranteed that they’re going to have it go until October? 

Mr. Raub. I would share that concern, sir. And we’re hopeful 
that by the time we are ready to make a selection we will have had 
some resolution as to the extension of the board. 

Mr. Shays. OK. Dr. Satcher, what specific steps would your 
agency take to detect what is called the — I guess we call it the 
therapeutic illusion. Really, let me ask it in the way I think makes 
sense to me. Some testing is a healing agent, and you want to test 
whether it really succeeds in doing what it’s projected to do. Others 
you might just do testing for safety. How do you notify someone in 
a clinical trial that really all they’re doing — they may get sicker, 
we just want to know if it’s safe? What are the requirements that 
you feel have to be made ethically? 

Dr. Satcher. Let me say that in most cases we’re asking both 
the efficacy and the safety question. It’s just, again 

Mr. Shays. But not always. And I want to be clear. The only rea- 
son I would participate in some kind of clinical test is the thought 
that I might get healed and I’m willing to take the chance. And 
you’re going to warn me of all the potential downsides and I’m still 
going to do it. But I want to know if there is a requirement to tell 
someone that along with talking about, well, this may not be safe 
here, there’s no promise that it’s going to help you? 

Dr. Satcher. I think definitely we’re required. And the informed 
consent form should make that very clear, that they are involved 
in a study that may not benefit them personally at all. And if an 
informed consent form does not make that clear, then I would say 
that it’s inadequate. 

Mr. Shays. Dr. Varmus. 

Dr. Varmus. Mr. Shays, I think you’re referring mainly to phase 
1 clinical trials for which NIH probably has more responsibility 
than the CDC. 

Mr. Shays. Right. 

Dr. Varmus. Our consent forms do explicitly make clear that 
there is no intent to — no expectation of clinical benefit. This does 
not exclude the possibility of there being benefit, but the expecta- 
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tion is that they will be testing here for safety. That will allow 
some determination of what doses might be used, and then you can 
proceed into a phase 2 trial. 

Mr. Shays. Are you suggesting, though, that there may still be 
the hope that the person has that this could result in some healing 
benefit? 

Dr. Varmus. There is in some cases that possibility, but we 
stress to the patients in these very limited studies that the intent 
of the phase 1 is to establish safety and that they are performing 
a service through their participation and research. This is why we 
take these consent forms so seriously, particularly in that phase of 
the experimentation. 

Mr. Shays. Now, with the Office for Protection from Research 
Risk, that basically is an in-house. I’m trying to understand 

Dr. Varmus. The OPRR 

Mr. Shays. I’m trying to deal with the issue of how you avoid a 
conflict of interest. You’re an independent “watch dog.” And yet, 
you’re basically providing for research. You’re involved in the whole 
ethics of whether it’s allowed, but you’re funding it. 

Dr. Varmus. Well, let me address that issue, Mr. Shays. 

Mr. Shays. I’m sorry? 

Dr. Varmus. Let me address that issue. 

Mr. Shays. OK. 

Dr. Varmus. The OPRR does provide oversight for activities that 
are carried out by the NIH institutes and also by the GDC and 
FDA and other organizations within the Department. It has admin- 
istrative housing and some administrative oversight from Dr. Bald- 
win’s office, the Office for Extramural Research. It’s important to 
remember that the office does not have any vested interest in see- 
ing the research go forward in the sense that my office would be 
funding the research. The research is being funded by the CDC or 
by institutes, each of which has its own authorization and its own 
appropriation. It is the institutes that are responsible for funding 
those studies. So there really isn’t the conflict of interest that I 
think you’re 

Mr. Shays. I’m missing something. Because it’s the same organi- 
zation. You’re just saying a division within the organization. 

Dr. Varmus. Well, there is fiscal independence and a responsi- 
bility for funding a study that lies outside of the office of the direc- 
tor in which the administrative housing occurs. 

Mr. Shays. And you’re satisfied that that would meet an inde- 
pendent’s test? 

Dr. Varmus. I think it does. As you heard from Dr. Raub, I was 
concerned about having the NBAC housed within the NIH because 
the NBAC is, of course, looking at much broader issues that estab- 
lish the principles in which informed consent or protection of indi- 
viduals of abuse of genetic information might be carried out. The 
OPRR is following regulations that were issued by the Department. 
And it’s governing compliance with already established rules and 
regulations. 

Mr. Shays. Doctor, do you believe that mentally ill individuals 
and those who are addicted should have a different protocol, should 
be covered explicitly by HHS regulations? 
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Dr. Varmus. Yes, but special care needs to be taken in over- 
seeing studies that involve patients that may be cognitively com- 
promised. I discussed that in my testimony. This is a very difficult 
issue, which accounts for the large number of studies and work 
shops and consultations that the institutes involved in such studies 
are involved in. 

Mr. Shays. With regard to Alzheimer’s patients, do you have 
written guidelines for informed consent? 

Dr. Varmus. The National Institute on Aging, which has a major 
responsibility for such patients is working on such guidelines. They 
will be participating very actively in the upcoming work shop this 
fall in which we expect to confront the issue of consent in such pa- 
tients as a special case study during the proceedings. 

Mr. Shays. Why wouldn’t have that already occurred? 

Dr. Varmus. Attention has been given to it. But, of course, there 
is always the need to proceed further and evaluate what has been 
done. We were not oblivious to the fact that patients with cognitive 
disorders of aging present special problems. But we do believe that 
as we gain increased experience, we should be profiting from that 
by further contemplating the issue. 

Mr. Shays. This is an issue. Dr. Satcher that you have already 
addressed. But I want to just clarify it for when we write a report 
or recommend legislation. It deals with generally the issue that 
was being raised by my colleagues of trials done overseas. And I’m 
gathering that in Thailand the CDC is funding placebo control 
trials. 

Dr. Satcher. Right. 

Mr. Shays. And the answer is yes to that. The NIH has another 
program where there’s no placebos. And I think I heard your re- 
sponse, which I’m not critical of, because I’m just — I may be critical 
of it, but it seems like an interesting issue to deal with; you’re say- 
ing that overseas some patients wouldn’t have gotten AZT anyway. 

Dr. Satcher. That’s exactly right. 

Mr. Shays. Pardon me? 

Dr. Satcher. It’s not the standard of care. 

Mr. Shays. Right. But isn’t there an incredible temptation that 
we have to be careful of, of suggesting that a lot of things, health 
care that people don’t get overseas 

Dr. Satcher. Yes. I think you’re right. 

Mr. Shays. And it almost becomes your proving ground — the rich 
United States with all our good laws and all the medicine that’s 
available to American citizens. But overseas you can say, you 
wouldn’t have had this anyway, so you’re not losing anything. And 
I’m just curious how we sort that out. Because I think it’s poten- 
tially a dangerous road to travel. 

Dr. Satcher. I think so. I think it’s a complex issue. And I think 
it has to be looked at just as you have described it. Let me say that 
there is an international community involved here, and it’s not just 
the United States. I think the U.N. AIDS program, which is very 
important in this, as well as the World Health Organization have 
both looked at the AZT regimen that we use in this country and 
that’s used in some European countries. 

I think the critical issue — and I think it’s referred to in the inter- 
national guidelines for research — has to do with the host country 
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and the extent to which the research is meeting the needs and in- 
terests of the host country and is going to result in benefit for the 
host country. I think these are really the key issues that we’re 
struggling with when we try to resolve the question that you raise 
which is so important — To what extent will the host country ben- 
efit from this study? To what extent are they asking the questions 
that your study is seeking to answer? 

Mr. Shays. Yes. 

Dr. Satcher. History is very important as you know. And we 
were just talking earlier when you were away that the hepatitis B 
vaccine studies that were done in China in the early 80’s — ^very 
similar to what we’re discussing now in Africa and Thailand — a 
major problem in China — hepatitis B. We had the immune globulin 
in this country. It was a little different situation in terms of what 
we were able to afford and what was being used. However, that 
study was very important and of great interest to the Chinese. Of 
course it resulted in showing the efficacy and safety of the hepatitis 
B vaccine. 

It’s benefited China significantly, but it has also benefited us. 
And as you know now, it’s a major part of our vaccine regimen in 
this country. But it was done because of the interest of the Chinese 
primarily. The same thing is true here in terms of the short course 
of AZT therapy. Obviously, the interest of the people in the Ivory 
Coast and in Thailand is that we don’t feel that we can use the 076 
regimen. We would like to know if there’s another way we can use 
AZT to intervene to prevent the spread of AIDS from mother to 
child. Is there a cheaper way? Is it safe? Is it efficacious? 

Mr. Shays. I just want to highlight the issue, though, that it’s 
almost this imperialism of the United States of having one stand- 
ard overseas and another standard here because we say, well, it’s 
a different culture, different society, different wealth, different 
standards. And then we can then end up doing things there that 
we would never conceive of doing here. 

Dr. Satcher. I don’t think we should unless it’s in the interest 
of that country and unless that country is making it very clear that 
it’s in their interest and it responds to their questions. I under- 
stand your point. And I agree that there is a danger that we could, 
in fact, exploit other countries. 

Mr. Shays. OK. I’m going to ask the other two to followup. At 
the same time I’m just going to ask this question: Do infrastructure 
problems of malnutrition and poor water supply ultimately distort 
the finding of a clinical study that may give us a result different 
overseas than in the United States? But I’d like the first question — 
I’d like all three of our other panelists to respond to the ethics of 
experiments overseas based on different laws overseas and based 
on lack of wealth that says that they would have been denied cer- 
tain health care that they would get in this country. Dr. Ranh. 

Mr. Raub. Well, first of all, Mr. Chairman, I agree with your 
principle that we must be sensitive from the beginning and all 
through that what we may pursue with the best of intentions and 
compassion might somehow slip into being exploitive or impe- 
rialistic. And so that must be a caution all the way through. From 
my point of view I believe there are four principles that affect these 
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studies. My colleagues have spoken to them in various ways. But 
just very quickly. 

That the treatment that is involved, in the judgment of experts, 
have a reasonable chance of working; that the treatment be well 
matched to the health care system of that host country, that is 
something that could be adopted and become the standard of care 
if the results of the trial were sufficiently positive. Third, that the 
placebo control be used only when necessary, that is only when the 
historical information is so bad that it would be worthless and 
would not lead to either good science or an ethical study. Finally, 
that there be full participation of public health officials in that host 
country from the beginning, in terms as Dr. Satcher was indi- 
cating — the design of the studies and the implementation. 

I believe that those four principles can be held through with sys- 
tematic use of IRBs and wherever possible to avoid the conflicts of 
interest. Then I think we have an excellent chance of doing things 
that are good both for the host country and this Nation. 

Mr. Shays. And I’m going to come back to the infrastructure 
issue and the malnutrition issue in a second. Dr. Varmus. 

Dr. Varmus. Mr. Chairman, I don’t want to reiterate what has 
been said, but I also would point out that the issue of exploitation, 
which is that one that’s currently being addressed, presents a num- 
ber of problems. Perhaps the most egregious of these, in my view, 
would be to carry out in a developing country a trial which only 
produced results that would be of benefit elsewhere and not in that 
country. That’s why the design of the studies we’re talking about 
need to be one that could lead to an outcome that would be bene- 
ficial to the country in which the study is being carried out. 

Mr. Shays. So that would be a primary determinate for all three 
of the panelists. Ms. Pendergast, do you want to comment on this 
issue? 

Ms. Pendergast. No. I would just reiterate the comments of my 
colleagues. I think we all recognize that this is an incredibly com- 
plex ethical and scientific question that reasonable minds can and 
do debate. And I think that the debate is healthy. And I think it 
behooves us all to continue to critically explore these issues to 
make sure that we are on and stay on the proper path. 

Mr. Shays. OK. It’s my intention to end at 1 o’clock. Dr. Varmus, 
you have to be over there at 1 o’clock? 

Dr. Varmus. I believe so. Yes. 

Mr. Shays. OK. We’ll make sure you have a car ride over and 
get you over there unless you have 10 people with you. 

Dr. Varmus. No. 

Mr. Shays. OK. I would like to be clear on — just very quickly. 
Not a lot of time on this. But the nutrition conditions of an indi- 
vidual overseas, malnutrition, other issues that are cultural in 
terms of wealth, does that distort findings making them applicable 
to the United States? Just go down the line. 

Dr. Satcher. It can definitely. I think there are instances in 
which the nutritional or status of the participants — and maybe 
even in the cases that we’ve been discussing — has impact. Those 
are the kinds of things that we want to understand better. But 
there are instances where we think that we can. One — if I could 
just get back for 1 second to the EZ studies? 
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Mr. Shays. Yes, sir. 

Dr. Satcher. There are many who believe that the differential 
mortality that was observed in the countries in Senegal and Haiti 
could well have been related to the nutritional status of the partici- 
pant. Now, we haven’t had enough studies to know, but there are 
many who think so. 

Mr. Shays. Fair enoug:h. OK. 

Dr. Varmus. I would just comment that the hope of obtaining a 
useful and convincing result in studies carried out and in environ- 
ments that, as you point out, may be affected by a number of other 
contributing factors like sanitation, can be most effectively pursued 
with a randomized control trial. 

Mr. Shays. Private sector — we haven’t even gotten into the issue 
of when the private sector conducts — we haven’t focused on it — 
their own studies, who oversees the ethical conduct of those stud- 
ies? 

Ms. Pendergast. The Food and Drug Administration does, sir. 

Mr. Shays. So basically you’re the operative force in those areas? 

Ms. Pendergast. Yes. For products that the FDA regulates, we 
do. 

Mr. Shays. OK. CDC doesn’t get involved. Institutes of Health 
don’t get involved unless 

Dr. Varmus. We do if there is a collaboration with an NIH sup- 
ported institution. 

Mr. Shays. OK. 

Dr. Satcher. Same with the CDC. 

Mr. Shays. HHS? Through FDA. 

Mr. Raub. Through FDA or, as Dr. Varmus and Dr. Satcher indi- 
cated, when there is a collaborative arrangement with work funded 
by them. 

Mr. Shays. OK. Dr. Varmus, why don’t we let you get on your 
way so you have some time to get there at 1 p.m. 

Dr. Varmus. I appreciate it. 

Mr. Shays. And we’re going to end in just a few minutes, but let 
me just pursue this. Ms. Pendergast, Dr. Satcher and Dr. Raub, if 
you could just participate in this last part. How does the process 
work in the private sector in terms of informed consent? Tell me 
how the process would work, the oversight process of FDA. 

Ms. Pendergast. The 

Mr. Shays. In other words. I’m looking for — you don’t have a 
board. Do you have a separate board that oversees the informed 
consent issue? Who deals with that issue? 

Ms. Pendergast. The system is very parallel to what governs 
Federal research. Before a study can be conducted in the United 
States, the company has to seek the FDA’s approval of the trial. 
The informed consent, and making sure that the trial is ethical, 
and that the risks are outweighed by the benefits is, again, han- 
dled by an institutional review board, which has to be a diverse 
group of people who will review this study. So you have overlap- 
ping responsibilities with the sponsor of the trial who has to make 
sure that the trial is properly designed and that the clinical inves- 
tigators are competent. 

The clinical investigator is obliged to get informed consent. The 
institutional review board is obliged to oversee the study and the 
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consent. And then the FDA has a bioresearch monitoring program 
where we do inspections of all three: the sponsors, the clinical in- 
vestigators, and the institutional review boards in an effort to 
make certain that they are living up to their commitments. 

Mr. Shays. OK. I’m not quite clear if this is an individual or a 
board that oversees this process. 

Ms. Pendergast. With respect to the FDA, we have employees 
in all of our different centers and across the United States that 
work on this. We did 1,000 inspections last year with respect to re- 
search integrity issues. So there are many people at the FDA in- 
volved in this. But every clinical trial has a specific institutional 
review board at the institution, whether it’s a hospital or academic 
center, that reviews the study before it goes forward as well as the 
FDA. 

Mr. Shays. Are there any questions that you wish we had asked 
that you were prepared to answer, that you would like to answer? 
Ask the question and answer it; something you feel we should have 
asked? 

Dr. Satcher. I just want to say that, if we haven’t said it before, 
that I think this discussion is very important, and despite our de- 
fense of what we do we understand that these issues require a lot 
more discussion and debate continually. And I think that’s what’s 
going to get us where we want to be in terms of protecting the 
rights of people in this country and throughout the world. So we 
appreciate the discussion, and we plan to continue to participate in 
it, here and outside. 

Mr. Shays. Doctor, I thank you. This is something that this sub- 
committee — we have extraordinary oversight because we oversee 
five departments. And HHS is so gigantic as the Department has 
a larger budget than most gross domestic products of other coun- 
tries. So how HHS puts everything together and is able to fulfill 
its mandate is quite something. We have always tried not to take 
pot shots at any of you in this business. 

We know that we have not always provided the resources for you 
to do the job, and there is so much that needs to be done. The one 
thing that we’ve always liked is candidness. And we’re not trying 
to dig people into holes and then have them climb out. I just want 
to know, Ms. Pendergast, if you have any comment you want to 
make, any question you wish we asked or any qualifying statement 
on anything that you said? 

Ms. Pendergast. Thank you. I think it’s important to recognize 
that we share your basic concern that the troops during the Per- 
sian Gulf conflict were not given the information that we had 
hoped they would get. Perhaps I was too bureaucratic in my re- 
sponse. We were disappointed. We let the Defense Department 
know that. And we will submit for the record the precise docu- 
ments, where they made the promises and our responses back so 
that you can see what the agency did back then. But I think it’s 
fair to say that that experience taught us a lot. And we will not 
move forward with other kinds of waivers of informed consent in 
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the military until there has been another round of public discus- 
sion, rulemaking, where we take into account the views of the vet- 
erans, take into account all that we learned as a result of this ef- 
fort, and take into account the concerns raised by the Presidential 
Commission on the Gulf War. We learned a lot, and we will use 
that information as we go forward. 

[The information referred to follows:] 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 


Public Health Service 


Food end Drug Adminisb-ation 
Rockville MD 208S7 


JUL 30 B97 


The Honorable Christopher Shays 
Chairman, Subcommittee on Human Resources 
and Intergovernmental Relations 
Committee on Government Reform and Oversight 
U.S. House of Representatives 
Washington, D.C. 20515-6143 

Dear Mr. Chairman: 

As per your request, enclosed please find copies of corre- 
spondence between the Food and Drug Administration (FDA) and 
the Department of Defense related to the waiver of informed 
consent for the use of Pyridosticpnine Bromide during the Gulf 
War. 


We are submitting these documents for the record of the May 8 
hearing. 

If you have any questions, please let us know. 


Sincerely, 


Diane E . Thomp^n 
Associate Commissioner 
for Legislative Affairs 


Enclosure 

cc : The Honorable Edolphus Towns 
Ranking Minority Member 
Subcommittee on Human Resources 
and Intergovernmental Relations 
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1 

Index of Documents Between FDA/DOD Related to PBAVaiver of Informed Consent 


May 1, 1987 

August 30, 1990 
September?, 1990 
October 30, 1990 

October 31, 1990 

December 11, 1990 


December 31, 1990 


January 4, 1991 


January 8, 1991 


January 8, 1991 


January 17, 1991 


MOU - signed by Frank Young, M.D., Ph.D., Commissioner of Food and 
Drugs and William Mayer, M.D., Assistant Secretary of Defense for 
Health Affairs, DOD 

Memo of Meeting between FDA/DOD 

Memo of Meeting between FDA/DOD 

Letter fium Enrique Mendez, Jr., M.D., DOD to James Mason, M.D. 
Assistant Secretary for Health, HHS 

Letter from Martha Myers, Acting Chief, Human Use Review and 
Regulatory Af&irs, DOD to Director, Division of Neuropharmacological 
Drug Products, FDA 

Letter from Paul Leber, M.D., Director, Division of 
Neuropharmacological Drug Products, FDA to Ronald Clawson, Ph-D., 
Office of the Surgeon General, Human Use Review and Regulatory 
Affairs, DOD 

Letter from Gregory Berezuk, Lieutenant Colonel, Medical Service Corps, 
Human Use Review and Regulatory Affairs Office, DOD to Division of 
Neuropharmacological Drug Products, FDA 

Letter from Brian Schuster, M.D., F.A.C.P., Colonel, Medical Corps 
Director of Experimental Ther^utics, DOD to David Kessler, MJ>., 
Commissioner of Food and Drugs, FDA 

Letter from Gregory Berezuk, Lieutenant Colonel, Medical Service Corps, 
Human Use Review and Regulatory Affairs Office, DOD to Stuart 
Nightengale, M.D., Associate Commissioner for Health Affairs, FDA 

Letter from David Kessler, M.D., Commissioner of Food and Drugs, FDA 
to Enrique Mendez, Jr., M.D., Assistant Secretary for Defense, Health 
Affairs, DOD 

Letter from Gregory Berezuk, Lieutenant Colonel, Medical Service Corps, 
Chief, Human Use Review and Regulatory Affairs Office, DOD to 
Director, Division of Neuropharmacological Drug Products, FDA 
(This is a subset of die entire submission) 
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March 15, 1991 

April 4,1991 

September 20, 1991 

November 27, 1991 

May 27, 1992 

My 24, 1992 
September 24, 1993 

My n, 1994 

My 27, 1994 

September 9, 1994 

September 29, 1994 


2 

Letter from Enrique Mendez, Jr., M.D., Assistant Secretary for Defense, 
Health Affairs, DOD to David Kessler, M.D., Commissioner of Food and 
Drugs, FDA 

Letter from Gregory Berezuk, Lieutenant Colonel, Medical Service 
Corps, CMef, Hummi Use Review and R^ilatory AiMrs Office, DOD to 
Stuart Nightengale, M.D., Associate Commissioner for Health AiMrs, 
FDA 

Letter from Paul Leber, M.D., Director, Division of 
Neuropharm^logical Drug Prodw:>ts, to Ronald Clawson, Ph.D., Office 
of the Surgeon General, Human Use Review and Regulatory Affairs, 

DOD 

Letter from Enrique Mendez, M.D., Assistant Secretary for Defense, 
Health Affairs, DOD to James Mason, Assistant Secretary for Health, 
HHS 

Letter from Gregory Berezuk, Lieutemant Colonel, Medical Service 
Coi|», Chief, Human Use Review and R^ulatory AfMrs Offiice, DOD to 
Director, Division of Neurophaimacological Drug Products, FDA 

Miimtes of Meeting between FDA/DOD and Prep^tory materials 

Letter from Edv^d D. Martin, M.D., Acting Assismnt Secretary of 
Defense, DOD to David Kessler, MD., Commissioner of Food and 
Drugs, FDA 

Letter from Paul Leber, M.D., Dir«;tor, Divisicai of 
Neuropharmacological Drug Products, to Ronald Clawson, Ph.D., Office 
of the Su^£»m (MieM, Hunuin Use Review and Regidato^ Affairs, 

DOD 

Let^ from Dale Vander Hamm, MAJ, Chfef, Hun^ Use Review 

and Regulatory Affairs Division, DOD to Paul Leber, M.D., Director, 
Division of Neurophaimacological Drug Products, 

Clhis is a subset of the entire submission) 

Letter from Dale Vander Hamm, MAJ, MS, Chief, Human Use Review 
and R^uktmy A^irs Division, DOD to Director, Division of 
Neuropharmacological Drug Products, FDA 

Letter from Dale Vander Hamm, MAJ, MS, Chief, Human Use Reidew 
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September 30, 1994 


October 24, 1994 
October 27, 1994 


Novembers, 1994 


January 23, 1996 

May 7. 1996 
June 12, 1996 

September 13, 1996 
October 11, 1996 

April 16, 1997 

13, 1997 


and Regulatory Affairs Division, DOD to Paul Leber, M.D., Director, 
Division of Neuiophannacological Drug Products, FDA 

Letter from Dale Vander Hamm, MAJ, MS, Chief, Human Use Review 
and Regulatory Affairs Division, DOD to Paul Leber , M.D., Director, 
Division of Neuiophannacological Drug Prodis:ts, FDA 

Memo of Meeting between FDA/DOD and Preparatory materials 

Letter from Dale Vander H amm , MAJ, MS, Chief, H uman Use Review 
and Regulatory Af&irs Division, DOD, to Paul Leber, M.D., Director, 
Division of Neuropharmacological Drug Products, FDA 

Letter from Paul Leber, M.D., Director, Division of 
Neurophannacological Drug Products, FDA to Ronald Clawson, Ph.D., 
Office of the Surgeon General, H uman Use Review and Regulatory 
Affairs, DOD 

Letter from Dale Vander Hamm, MAJ, MS, Chief, Human Use Review 
and Regulatory Affairs Division, DOD, to Director, Division of 
Neuropharmacological Drug Products, FDA 

Citizen’s Petition 

Letter from Dale Vander Hamm, MAJ, MS, Chief, Human Use Review 
and Regulatory Affairs Division, DOD to Director, Division of 
Neuropharmacological Drug Products, PDA 

Letter from Stephen Joseph, M.D., M.P.H, DOD to David Kessler, M.D., 
Commissioner ofFood and Drugs, FDA 

Letter from Mary Pendeigast, Deputy Commissioner/Senior Advisor to the 
Commissioner, FDA to ^nald Clawson, Ph.D., Office of the Surgeon 
General, Human Use Review and Regulatory Af&irs, DOD 

Letter from Paul Leber, M.D., Director, Division of 
Neuropharmacological Drug Ihx>ducts, FDA to Ronald Clawson, Ph.D., 
Office of the Suigeon General, Human Use Review and Regulatory 
Affiiirs, DOD 

Letter from Russ Zqtchuk, Brigadier General, Medical Corps 
Commander, DOD to Director, Division of Neux^harmacological Dn^ 
Products, FDA 
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Mr. Shays. I appreciate that comment. Let me just say it’s not 
meant to be an aggressive statement on my part, but words like 
“hoped” and “disappointed” — it’s not that we want the hope that 
they do it — and the mere fact that that word is still being used — 
and I’m not trying to nit-pick here. I just think that what we will 
probably, as a subcommittee, give you plenty of warning before we 
have a hearing just on the whole issue of what the military was 
supposed to do with the waiver, and how they responded and then 
how you responded. 

And I’m hopeful that maybe that hearing won’t be necessary. 
We’ll look at what you have given us. But I’m going to just suggest 
it. It may be what will be required to have it publicly understood 
how strongly you feel about it and how strongly Congress feels 
about it as well, so that it will be an added incentive for the people 
that take your place. Because, God help us, we won’t have this 
kind of need for many years in the future, if ever. Any other com- 
ments that others might want to make? Yes, sir. 

Mr. Raub. Mr. Chairman, just the comment of thanks to you for 
focusing on these issues. In particular, the notion of having some 
continuing mechanism to address ethical issues has not always re- 
ceived a lot of attention, its significance not always understood. I 
believe your hearings have sharpened those questions and provided 
an important set of information. 

Mr. Shays. Well, I thank you. I have to say that as I talked 
about a permanent advisory board, I was thinking, there you go 
again. You say you want to reduce the size of Government, and you 
want something permanent. So I acknowledge that in this area I 
think that there needs to be something a bit more permanent. And 
maybe I’m wrong and maybe I’ll reconsider. But I will look forward 
to the dialog that we’ll have. It’s always been a constructive dialog 
with the FDA, the Institutes of Health, HHS, and CDC. We’ve real- 
ly always appreciated the cooperation we’ve received and the staff 
has received. 

I thank you all, and I thank all those of you who were sworn in 
who never got to testify. I really frankly probably would have 
learned more from all of you. I just wish I knew that question that 
would have triggered you to come forward. Thank you, and we’ll 
hear the next panel. Thank you all. 

Ms. Pendergast. Thank you. 

Mr. Shays. This committee will call forward Arthur Caplan, pro- 
fessor of bioethics. University of Pennsylvania, Benjamin Wilfond, 
who is professor of pediatrics. University of Arizona; Dr. Peter 
Lurie, professor of medicine. University of California; and Laurie 
Flynn, executive director. National Alliance for the Mentally 111. 

So we will proceed in the order of Dr. Caplan, Dr. Wilfond, Dr. 
Lurie, and then Ms. Flynn. Do we have all of the witnesses here? 
And I’m going to catch you before you sit down, Ms. Flynn, because 
we’re going to have everybody stand and I’ll swear you in. 

[Witnesses sworn.] 

Mr. Shays. Thank you. For the record, we had five who stood up 
and four witnesses who will actually testify. And all responded in 
the affirmative. I’m sorry. We have a vote. I’ve gotten you sworn 
in; that’s one task. We have a 15-minute vote and a 5-minute vote. 
So I will say that it’s unlikely that we will be back until 1:30 p.m. 
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And I’m sorry about that. I will say before we recess that I am very 
grateful to the four of you for coming to testify and listening to the 
first panel, and will welcome your response and observations of 
what you’ve heard from the first panel. So you can digress a bit 
from your statement to also include comments about that. And we 
will recess. And given the vote, we will probably not be here until 
1:30 p.m. 

[Recess.] 

Mr. Shays. This hearing is called to order. Do any of you have 
plans for this evening? I think. Dr. Caplan, we’re going to begin 
with you. And welcome. 

STATEMENTS OF ARTHUR CAPLAN, PROFESSOR OF BIO- 
ETHICS, UNIVERSITY OF PENNSYLVANIA; BENJAMIN 
WILFOND, PROFESSOR OF PEDIATRICS, UNIVERSITY OF ARI- 
ZONA; PETER LURIE, PROFESSOR OF MEDICINE, UNIVER- 
SITY OF CALIFORNIA-SAN FRANCISCO; AND LAURIE FLYNN, 
DIRECTOR, NATIONAL ALLIANCE FOR THE MENTALLY ILL 

Mr. Caplan. Thank you, Mr. Chairman. I’m very pleased to have 
the chance to testify before you and the committee. The question 
of whether the time has come to consider changes in the way 
Americans are recruited to and participate in biomedical research 
is of obvious importance, as we’ve heard some of the issues dis- 
cussed this morning. I think research is very crucial to the high 
level of care Americans receive and that is available to them. But 
it also does require the participation, the sacrifice and even the vol- 
untary altruism of people who are going to be subjects. 

And so protecting their interests and their rights is crucial in 
order for continuing progress to be made in the quality of care we 
receive. It seems to me that this Nation has not always done what 
it ought to do to ensure the welfare and dignity of those who make 
themselves available as subjects. We’ve heard reference already 
this morning to incidents in our own past — the Tuskegee study and 
some of the exploitation of people in the military in the 1950’s and 
go’s involved in radiation experiments, mentally retarded children. 

So we know we have to do better. We have to be vigilant. And 
at the same time I think we’ve tried to institute a series of protec- 
tions — informed consent and peer review by IRBs — that will keep 
us away from some of our most egregious failures in the past. Real- 
ly what I want to do is talk just a bit. You have my written state- 
ment. So I’d like to just concentrate on a few areas where I think 
those two protections are in jeopardy. We’ve heard a lot today 
about one of the areas that I want to especially focus in on. 

That is the IRB system. I’ve been on IRBs for a long time. I have 
chaired a number of IRBs at different institutions. I think I have 
a very good understanding of what IRBs — institutional review 
boards — can do. And their charge, in part, is to make sure that peo- 
ple do get informed consent by looking at the informed consent 
forms, by weighing risk and benefit that is put before them. But 
Mr. Chairman, I think there are a number of factors in the re- 
search world as we now know it that are impairing the ability of 
the IRBs to do their jobs. 

We’ve had reference briefly to the phenomena of privatization of 
research funding. More and more of our research is now supported 
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by private sources, not the NIH and not Federal sources. We find 
ourselves in situations where private sources are beginning to put 
restrictions on information that is available to not only subjects but 
to IRBs. 

And in this area in particular I’d like to note for the Chair that 
we’ve had incidents where private companies have now stepped for- 
ward and said research cannot be published because it is held as 
a secret or that it has been contracted with an institution, that it 
will be done with condition that the company must sign off. A re- 
cent example of this was Boots, now the Knoll Pharmaceutical Co., 
with its drug Synthroid — is one such example of restriction of infor- 
mation. 

Mr. Chairman, if an IRB cannot get all the information that it 
needs to have about conflict of interest, financial sources of fund- 
ing, if a firm is in a position to say that it will not publish legiti- 
mate findings about a particular drug or device, then the interest 
of subjects cannot be protected. So if we need to — and I feel we 
must — we have to ensure that IRBs have the information available 
to them so they can know when a researcher has a conflict of inter- 
est. We need to make sure that secrecy and provisions of restriction 
on findings of information are not part of what goes on in American 
institutions. In the end, to fail to publish findings — and I say this 
knowingly and deliberately — but to fail to publish findings that you 
have is a betrayal of what is owed to human subjects. If you don’t 
get results out, if you don’t put them in the peer reviewed lit- 
erature, then you’ve asked people to carry burden, be involved in 
risk, face a sacrifice in coming to and from experimentation, for no 
purpose. 

And so for me, one of the most sad and unfortunate consequences 
of what we’re asking our IRBs to do is we’re asking them to work 
sometimes without the information, without the access that they 
need to have to do the job right. 

That makes me cite a secondary issue, which I think the chair 
should pay close attention to. I’m very impressed with the previous 
panel and its comments about the role of IRBs and making sure 
that informed consent forms are understandable and that people 
have information. 

But Mr. Chairman, I feel we have a system now that is spending 
too much time at the front end of research, looking at the written 
informed consent forms — that’s what IRBs do. And the ones that 
I’ve served on — I would estimate that 97 to 99 percent of the time 
is spent in a room looking at an informed consent form, trying to 
translate medical jargon back to English. Sometimes that works 
and sometimes it doesn’t. Sometimes subjects know more than you 
think because they’ve been involved with the disease process and 
have learned a lot about medical issues. So what looks difficult to 
understand to the outsider may be understandable to those sub- 
jects. 

But where the system is not doing its job is in monitoring and 
making sure that what is on that form is actually taking place in 
the research setting. Very rarely do IRBs spend any time talking 
to subjects. Very rarely do they debrief anybody. Very rarely, if 
ever, do they find themselves in contact with researchers, actually 
going out and saying, did you sign this form, did you understand 
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this form, is it capturing the things that turned out to have been 
of interest and concern to you as you were a subject in research? 

In other words, the feedback loop that ought to be there between 
actual subjects and actual research, and what goes on in practice, 
and what you see at the front end when someone says, here is 
what I propose to do, and here is what the form is to accompany 
it, is broken. It is simply broken. And we have to do something to 
restore that loop of information so that when an IRB is taking a 
look at a research protocol it can say, we’ve been out and talked 
to some of these subjects, we know that the researchers are doing 
what they told us they would do. 

We need more audit. We need more oversight. We need to get 
more time available for IRB members to spend talking with sub- 
jects. In this era — and I’m just going to make two more points and 
then I’ll stop in the interest of time — in the era of IRB and in- 
formed consent work, there’s something else that’s missing, Mr. 
Chairman. 

If you were to ask any of the officials who were with us in the 
previous panel, tell me; who is in research? What is the composi- 
tion in America of who participates? What are the statistics about 
who is involved in the military? From the ranks of those with men- 
tal disability or mental illness? Minority people? Poor people? 

That can’t be answered. We have never insisted as a Nation that 
we collect basic statistics and demographics on who is involved. Are 
women over or underrepresented? Are the elderly over or underrep- 
resented? Are Native Americans getting the access that they might 
have? We don’t know. There is no data collected. In fact, sadly, in- 
credibly, we collect more standardized data on animal use than we 
do for people in this country. And it seems to me some of the ques- 
tions of informed consent, the adequacy of how research proceeds, 
and fairness and equity and access to research and, how well peo- 
ple are treated, require basic information for answers. 

That leads me to the last point I’d like to make. In looking at 
research and informed consent it is clear to anyone who wants to 
look out here — and you’ve talked about some of this this morning 
already, and I have to confess given the tone of direction of some 
questions. I’m on that Presidential Advisory Committee for Gulf 
War Illnesses, and the interest of research in the military has been 
of special concern to me as a member of that committee. But, I 
have to tell you, Mr. Chairman, that for our vulnerable popu- 
lations — people who are impaired or unable to consent on their own 
for reasons of age or mental disability or institutional settings like 
a prison or service in the Army or even being a student, a medical 
student dare I say — it is clear that informed consent has its limits, 
that there are just people out there who want to be in research, 
who want the opportunity to be in research, who, one way or other, 
are not going to be able to give a full informed consent to their par- 
ticipation in research. 

We have not yet, I think written the regulations and put the 
kind of oversight in that would help those people. I’m sorry to tell 
you, Mr. Chairman, I don’t think we have a policy today that is any 
different from what we had in 1990 prior to the Gulf war about re- 
search in the military. I think the issue could arise tomorrow as 
to what could or couldn’t be done with soldiers or sailors or people 
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in the armed forces with respect to research and who would ap- 
prove that and how that would proceed. We are operating with an 
interim, temporary rule in that area right now. We have been for 
6 years. 

And it seems to me we ought to fix that. When we look at issues 
involving research with the mentally ill or people who are institu- 
tionalized with Alzheimer’s and see the number of problems and 
scandals and difficult cases that have arisen — at UCLA, the Med- 
ical College of Georgia — there are many, many settings where peo- 
ple have, I would say, been taken advantage of or not understood 
what is happening to them in terms of recruitment to research. The 
time has come, I think, to toughen those regulations and perhaps 
to add more than just IRB oversight. It may be time to say that 
we need to have some national or regional review of certain kinds 
of high risk groups involved in research and certain types of high 
risk research itself, that local IRB review may not be enough. 

So Mr. Chairman, in summary, I think that the system we’ve got 
is better than what we once had, but it hasn’t been much changed 
since 1981. That’s the last time the rules of informed consent and 
IRB review got a thorough going over. I think it’s overdue. I think 
there are some concrete steps that could be taken to toughen those 
regulations and afford better protection to those who make the gift 
of themselves to participate in research so that they and others 
may benefit. 

[The prepared statement of Mr. Caplan follows:] 
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Mr. Chaiman aad distisgulabed sidbcoamittee mamibers. Z am 
■vary grateful for tlM ej^ortaaity to testify before this 
counmittee. Ihe question of lAether the time has cose to 
cossiaer changes in the Americans are reexulted to and 
participate is hlaasdical research is of dbvloiis inportance. 
Ibis hearing is an especially iaportant one since recent 
scientific advances continue to demonstrate the value of 
research »ia human subjects. Sesearch is crucial to the 
high level of care that Americans can receive in our health 
system. However < research also zeguires the participation of 
subjects if progress is to continue to he made. Sms, it is 
essential that Coi^ress remain vigilant with respect to the 
adequacy of the protections afforded those involved as 
subjKts in biomedical research. 

Ibis nation has not always done «bat it should to insure the 
welfare and dignity of those \ibo altruistically malce 
tlMnselves available as siibjects so tbat medlcii» can learn 
and advance in the battle against disease and disability. As 
the troubling revelations of the eiqploitation of subjects 
including children with mental retardation, tbe elderly and 
soldiers in the 1950s and 1960s in research involving tha 
study of radioactive substances and the outright deception 
and fi^ud perpetrated by our government i®on poor African 
Amerlc 2 ui men infected ■with syphilis in rural Alabama for four 
decades in the notorious Tushegee study, this nation's ethics 
ha've not alw^s been \diat tl^ ought to have been is the area 
of biomedical research. 

As a result of these and other scandals coming to light, a 
didsate «isued in this nation coicezning the ethics of human 
erperimentatioD. In the past two decades we ha've as a 
society made a ccnmitment to do better to those involved in 
research as subjects. And tM have. 


1 
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In nv vl«w our curr«nt systam of laws, rogulatlona and 
teaching programs insures more protection of the rights anO. 
welfare of those involved in human research than exists 
aoy«diere else in tbs world. 

Still, Congressiaan Shays, I believe that still more can be 
dona. It is tine to revisit the adequacy of human subjects 
regulation in the Thilted states for three reasons; a rapidly 
changing research enviroamsnt that casts dknfbt oc the 
adequacy- of Informed consent and IRB review, a lack of basic 
information about idio is involved in research and inadequate 
att«;ti^ to the B^eds of those idio are nest volnerable in 
research eontfoets. nbesa raasons provide both a l»sls for a 
reexamination of human research ethics and for some 
recaaaendatlons X wish to ot£ax this coaatittee about reforms 
and changes that might help stregthen our existing 
protections of infonoed consent and peer review by Hffis to 
meet the moral challenges that have already and will continue 
to aqipear in biomiedicina. 

Shifts in w4n»moiTio Croani ration and PiirposM 

ReBfflTOh 

For thirty years research in the Onited States has been 
subject to policies and r«rulati<»3s isposed by the Federal 
goivermnent. In the wake of scandals in the late l960s and 
early 197 Os such as the 'luslatgee syphilis Study, the Brooklyn 
Chronic Disease Ho^ital cancer study, and the Wllloidnrook 
hqpatitis vaccine trials two sets of protections were created 
for those recruited to serve as subjects in biemedical 
research. The first, informed cemsent, retpiires that 

participation in research be vcluntaxy, informed and freely 
chosen. Ihe second, review by local institutional review 
boards {IBBs}, insures that the scientific merit, 
risk/beaefit ratio and infomed consseac documents associated 
with Individual research proposals are approved by the peers 
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of those seeking peiraisaioa to undertakea cesearch. Local 
rewiew sjith relatively little c«jfcrali*ed overaigiit iy 
Federal agencies of recruitment and cansent practices was 
held to be most consistent with toierioan values, easier to 
iK?>lea>eat and most r^jxMasive to the style of Federally 
sponsored, project and researcher oriented funding that 
characterized bionedical inquiry in this country in the 19703 
and early 19808. 

Ihe twin protections of infonned consent and IKB review have 
served subjects well. S«iie of the aMt egregious scendals in 
otnr own history of research involving human sta>jectsi such as 
the racism, dseeptlm and callous indifference to life 

of the Tuskegee stui^, could not tato place under the current 
system of regulation. Bswever, the existix® system of 
regulations haa not been revised or reivlsited in any serious 
wsy since 1981. In the more than a decade and a half since 
the rules were last revised a number of changes have ooeairred 
in Che c<radnct, organisation and financing of >«™an researedi. 

ggiyatiaatloa 

One of the most startling dbanges has heen the shift frcoi 
public to private sources in the funding of human subject 
research. Frivate industry is asm tl» major source of^ 
funding for bicraedical research in tbs n.S. Since 1980, 
industry's share of g.S. biomedical research and development 
rose from 31% to 48%, while mS's share dropped from 40 to 
32%. !Ibe dramatic increase of industry funding of 
biotechnology and clinical researcsh is reflected in 
university research faults as well. Industry si^ort of stll 
university research has nearly doubled in the last decade 
from 4 % to 7%. More than a third of the authors of a recent 
saBc>le of l e adi ng bicnedical journals had at least one 
potential conflict of interest as a result of receiving 
private support or holding a financial Interest in the drug 
or device beii;g studied. 
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Privatization in susport for biomedical research has led to 
sane obvious problems and challenges. Let me conment on a 
few of the most imprint of these. 

Access to information for subjects, researchers and the 
public is emerging as a problon. More secrecy is being 
introduced in research protocols as a result of the fact that 
commercial motives are fueling the content and direction of 
an increasing number of biomedical research projects. As the 
recent contretemps between the University of California, San 
Francisco, and the Knoll Pharmaceutical Company (formerly 
Boots Co.) illustrates private concerns can and do exercise 
control over what researchers can publish, itben a DCSF 
researcher found that a widely used drug Synthzoid, ^diich 
costs Americans $600 million per year, was biologically 
equivalent to the much less expensive generics the company 
suppressed publication of the findings and threatened UCSF 
with a lawsuit to Iteep the study from being published. 

The privatization of research has led to another shift in 
human subjects research. Private concerns frequently seek 
subjects in order to test new drugs or devices they wish to 
bring to the marketplace. Federally funded research was far 
less likely to be driven by commercial considerations than is 
privately sponsored research. This means that human subjects 
may be asked to carry risks or face the Isurdens of 
participation in a research trial not fully understanding 
that the research is being undertaken with a ccomeroial 
purpose in mind. I have seen many protocols ccme before IBBs 
on vSiich I have served over the peist few years >Psre the drug 
which was to be tested was being tested so that a particular 
pharmaceutical firm could enter into a lucrative maricet where 
meuiy other similar or nearly identical drugs already existed. 
Subjects may not be informed of the fact that the researcher 
requesting their participation in a study stands to gain 
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fi nan cially from their consent. Nor do they always 
imderstand a stu^ is beinsr done or v*at will be dcaae 
with the results of a stu^ sponsored hy a private concern. 

The shift toward more private rather than public aiipport of 
research raises <juestions about the adequacy of local IRB 
review ^dilch plays such a Icey role in the Fedearal oversight 
of human research. XRBs may not always Icnow what the 
conflicts of interest are that exist due to ties between 
researchers and private funding sources. ^ey may themselves 
be in a conflicted position, trying to do the right thing by 
those who are subjects but feeling tremendous pressure not to 
alienate those who provide the bulb of sum?ort for a 
particular center or department within an institution. 
Indeed, some forms of research, when conducted entirely with 
private support, 3Bay not fall under the legal aegis of IRB 
review. 

The privatization of resezirch has been acooinpanled by another 
major Change in the nature of biraaedical research. The era 
of the single investigator conducting work with a set of 
subjects at one institution is coming to an end. 

IfoltiBl e — Investigators — at — Multiple tocatioas aroeriiB 

informed consent and strains iRBs 


Today, many subjects in research participate in 'multi-site' 
studies. These are studies that involve many investigators 
recruiting subjects at many different institutions and 
locations, often across national boundaries. Multi-site 
research was not the model that shaped the creation of local 
IRBs as the lynchpin of peer review for approving human 
research. And it is becoming increasingly obvious that local 
IRBs cannot handle some of the issues that arise in public 
and privately funded multi-site research. One such example 
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is the large scale misconduct which in 1994 cast suspicion 
ever the integrity of tbs National Surgical Adjuvant Breast 
2 ind Bowel Project (NSABP)< the single most Inportant source 
of infoimation women facing surgery for breast cancer have 
available for thenselves and their doctors. 

Er. Roger Poisson of St. Luc hospital in Montreal 
fraudulently enrolled at least 100 subjects into this study- 
His patients ctaistituted 1S% of the study population. 
Researchers in this multi-center study were paid on the basis 
of the number of patients enrolled. High subject recruiters 
such as Poisson were also given authorship on key ps^>ers from 
the N5ABP. 

None of the fraud which occurred in this stue^ was detected 
and reported by ar^ IRB. m fact, there were tremendous 
variations in the informed consent forms used iii 
participating Institutions to recruit subjects. And no IRB 
Tiieti fc er was ever asked to audit or debrief «py subject or 
investigator in the study at ai^ point during the mai^ years 
it ran. 

Multi-site research poses real challenges for the current 
system. Local IRBs m^ or m^ not be coordinating their 
review of i nf ormed consent doctiments. Investigators 
conducting the same study at different places must often 
contend with inconsistent deemnds and requests by IRBs. And 
subjects may not receive a core or minimal set of information 
about a study for udiich they are being recruited depending on 
the seaiousness and coopetency of the IRB. Indeed, some 
research is conducted under the auspices of IRBs that are 
hired for the sole purpose of reviewing studies, raising 
questions about their ability to assess and monitor local 
conditions and the needs of particular subjects for 
information or special protections in particular places. 
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& LanTc nf Tn-F ormatlon 

Kils is not at all unusual. lEBs lack the aienpower, bwciget 
or time to flo very mich more than review written research 
protocols and check infomed consent forms . Xn ay eaperi^ice 
X have never laet an IBB ntember who Viaq spent any serious 
amount of time debriefing subjects or visiting with 
researchers was approval to conduct research with hum*" 
subjects has begun to assess the nature of the ethical 
problems that have acttmily arisen in the course of the 
research, IRBs are trapped ly ps®erwork. They almost never 
talk with researchers or subjects. Thus, th^ remain 
uninformed about the detent to ^diich 5*at they require on 
paper in the way of informed consent is actually put into 
practice or valued by the subjects of that research. 

Compounding the huxdea IKBs face is the fact that there is no 
systematic data collection about the d«8ogiapMc» of 
participation in human research. Ite mandate far more 
stringent data collecti<ai and mcsiitoring regardir^ animal 
subjects than we do hxanan subjects. KO one cam say wbat. the 
workload is that lEBs face, vdtat the deanogre^lhics are of 
those asked to participate in research, or %diat the actual 
demographic content is of those volunteering to be in 
research in any given month or year because no data about any 
of these matters is systematically collected or published. 
If there , are trends involving the participation of wonsn, 
poor people, the mentally ill or Native toericans or aiy 
other group because no historical data exists about 
demographics or the nature of those involved in human 
research. 

NOr is there any systraatic debriefing done of those -sdio have 
participated in research or who have acted as surrogates for 
those not coapetent to consent for thanselves. This means 
that lEEs wist eperate in a vacuum whm issues of 
discrimination, fair access or bias arise with respect to 
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research protocols. It also neans that there is so vtY to 
Cteek «bether DRBs actually do ia their work the 
kinds of Issues that are most iii{>ort2aic to those who actually 
serve as humaa subjects. 

Nor is there any systeaatic data collected on IBB 
pfficfoxaance. audits of IRBs are rare and usually triaoered 
by the hint or allegation of a problem. Ohe ability of IBB 
maibers to monitor the actual conduct of resear ch and their 
skill in doing so is not dononstrable hy existing means of 
oversight of the IBB system. Many subject remain unaware of 
what to do if they feel they have be«i mistreated or wronged 
in the course of research. And by having the major Federal 
office responsible for the protection of research subjects, 
the OPBB, located at the NIH it may not be possible for that 
agency to have the kind of independence and autonomy 
nacessary to monitor both padiraite and publicly spcasored 
resejurch activities. 

■the Failure to Grappl e with £hS Kasds S£ VUlnerabla 

Populations in Human Research 

For many years It has been well understood that not all 
subjects in human research can look out for tteir own 
interests. When pe<9le are, for various reasons, incapable 
of fulfilling exercising their power of self-determination, 
of acting as me autonomous agwit, they are at increased risk 
in serving as a subject because one of the two forms of 
protection deemed crucial for ethical esoeximentation, 
informed consent, is not available to them. Classic exaiqples 
of such vulnerable subjects are cbildren and fetuses. 
Special regulations govern their particjpati<SL in researdh 
since they are unable to consent to participate for 
themselves. 
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In recant years a series of probleas and scandals liave arisen 
with some populations of persons involTed in research. n»se 
include the severely mentally ill, members of our armed 
forces, the senile elderly, the terminally ill, students and 
those who become suddenly and unexpectedly acutely ill. 
There is also a very issortant issue of the «ctent to which 
our guidelines concerning informed consent will be followed 
when research done by Americans or sponsored by American 
co mpanie s or government agencies is done outside our borders. 
Mary of the subjects in studies in poor nations lacle the 
education amd eiven the cultural familiarity with concepts 
like autonemy and individual rights that would allow thesi to 
make Cull use of informed consent. 

Bi^eriments have been eon&icted on persons with mental 
illness where informed consent has been poor and the 
monitoring of subjects involved is studies tnaftaquate. 
Conplaints by a number of persons afflicted vri.th 
sehizopbrsnia and their families about stv^es carried out at 
ITCLA raise some vary though questions about the adequacy of 
existing rules for protecting those made vulnerable by mental 
illness. Issues have arisen concerning tl» rights and duties 
those serving the nation on active military service have in 
times of war and peace with respect to participation in 
biomedical research undertake for military purposes. Some 
of those tdio served in the Persian Gulf conflict were eaqiosed 
to vaccines and drugs u nde r circumstances that closely 
resemble research with no infoimed craosent. Patl«its with 
dementia are routinely recruited ais subjects in studies idtlle 
residing in institutional settings ^ere their ability to 
consent may be greatly impaired or where it is not clear 
ought act as their surrogate dedslon-maker idim tihey are 
obviously unable to consent. And teimined.ly ill persons have 
been subject to all manner of innovative efforts at cliniczd. 
therapy, sa<di as to give one of mai^, many such examples, the 
newly emerging surgical procedure for treating heart failure 
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sametisns knowc as tbe Batista procedure, with no review Tojf 
UtBs hecatise there is so clear-cut ret^lronent that new and 
innovative procedures !se subject to any level of review on a 
par with idiat sust be done before a subject can be involved 
in the testing of a new drug or medical device. Recently, 
this nation has been shocked l?y revelations of efforts to 
pioneer new forms of organ procurement protocols vSiose sole 
source of approvrd. is the 1 oc2l 1 IRB of the institution 
seeking to increase the supply of doners. 

Those who cannot consent or who can do so only in a limitacl 
s«se, still deserve the opportunity to participate in 
biomedical research. There are often benefits to be gained 
from participation in research, both direct for the subject 
and indirect in terms of knowledge gained that can Isenefit 
others with similar conditions and debilities. Vulneirability 
is not in itself a sufficient reason to ds^ particisatiem In 
research to any person. But, there is sufficient evidence 
available to conclude that sew® groups, such ms the mentally 
ill, tlie institutionalized demfflited elderly and those in 
military service, re<iuire more protection then they are 
currently being afforded by existing regulations, ■•diile 
others such as children, the terminally ill and the 
unexpectedly acutely ill may need more protec 
tion then l±iey Jure currently being afforded by a systes of 
local IRE review. 


There are mazy areas where Congress might legitimately call 
for greater action on the part of Federal agencies and 
offices responsible for protecting the rights aiKi welfare of 
human subjects in biomedical research. X am going to 
conclude sy statement with seven suggestions ^Ich 1 believe 
are the most deserving of attention and action. 
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1. €p«clal provisions for those With cognitive and onotlonal 
isz»izment stiffieient to interfere with the capacity for 
informed consent should he added to existing regulations 
governing human subjects research. 

2. A clearer defintion of research should be incorporated 
into existing Federal regulations so as to Insure tbat what 
is truly and obviously new. innovative and pioneering is 
subject to consent and IKB review. 

3. Steps should be taken to decrease the paperwork burden 
faced by researchers and IKBs and to permit lEBs more time to 
conduct monitoring activities of research and to drisrief 
subjects. This could be accosplished by moving the current 
review system in the direction of random audit eilong the 
lines used by the IBS. FDA and many caanercial enterprises to 
insure quality control. 

4 . Standardized data on human subject participation in 
research as well as IBB activity should be mandated, 
collected and made widely available. 

5 . All sources of conflict of interest must be disclosed to 
IHBs and all Information necessary for the protection of 
human subjects must be placed in their hands regardless of 
conserclal concerns. 

6 . For some categories and kinds of research involving 
vulnerable populations or high risk inquiry consideration 
ought be given to the creation of regional or national IKB- 
like review mechanisms to be added to local IRB review. 

7. More audit and monitoring responsibilities should be given 
both to locad. IBBs to assess cooiplisnce with informed consent 
and to the OFRR at the MIH to monitor IBB performance. 
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Mr. Shays. Thank you very much. And I guess we are going next 
to Dr. Wilfond. 

Dr. Wilfond. I thank you, Mr. Chairman. 

Mr. Shays. I didn’t say your name well, so when you heard me 
say it, you wondered who the heck is he talking about. Is it 
Wilfond? 

Dr. Wilfond. Wilfond. 

Mr. Shays. Thank you. Dr. Wilfond. 

Dr. Wilfond. I’d like to thank you for inviting me to participate 
in this meeting. Currently, I’m an assistant professor of pediatrics 
in the sections of pediatric pulmonology and medical and molecular 
genetics at the University of Arizona in Tucson. As a pulmonologist 
I care for children with cystic fibrosis and asthma as well as other 
lung disorders. I also teach bioethics, and I’m a member of the 
American Academy of Pediatrics Bioethics Committee. I’ve been a 
member of IRBs for the last 9 years, and I have a particular inter- 
est in research issues related to children. 

Informed consent has been a central tenet of research ethics 
since the Nuremberg trials 50 years ago. In fact, as a legacy of the 
trials, in the 1970’s there was great debate whether children ever 
should be able to participate in research, since they are unable to 
give their consent. This debate was considered in the Belmont Re- 
port and expressed in the Federal regulations by acknowledging 
that parents give permission and not consent for their children to 
participate in research. 

This distinction is important, although it’s subtle. But it provides 
a conceptual justification for IRBs having a greater role in terms 
of the review of projects on children. For those studies that involve 
greater minimal risk, the IRB is to make a normative judgment 
about whether or not the risks are balanced by the benefits before 
the parents are able to give the decision to allow their child to par- 
ticipate. I think this is a very good thing, although there still re- 
mains a lot of conceptual vagueness in exactly how this is carried 
out. There is room for a more conceptual work trying to understand 
even what counts as minimal or a minor increase over minimal 
risk as a regulation state or considering this review. 

Although the regulations tend to be more careful in how research 
is done on children, often the regulations are misinterpreted and 
are used as a justification for why research in children is not done 
on a more routine basis. In fact, as a pediatrician, often because 
of a lack of research, there are many circumstances in which clin- 
ical judgments must be made without the availability of sound clin- 
ical data. Additionally, many drugs that are used on children are 
off label. 

In fact, taking care of patients with asthma, there are very few 
drugs that have been approved by the FDA for the use in children. 
I don’t think, though, this problem is really because of the regu- 
latory mechanisms for research. I actually think that it’s more re- 
lated to the lack of incentives for conducting research on children. 
Once a new drug is approved, pharmaceutical companies have few 
incentives to conduct studies in children. And so that there need 
to be requirements to conduct studies in children concomitantly 
with those of adults. Because it’s better to expose children to the 
risks of research than to the risks of unscientific practices. 
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What I’d like to do is talk about what I see as some of the prob- 
lems with IRBs. What I’d like to do is mention five problems I see, 
but only will talk in detail about one of them. As was alluded to 
earlier, there needs to be a better mechanism for the oversight and 
monitoring of multicenter trials. This is a real challenge for IRBs 
when they review a study that’s being done at 10 different places. 
And if one IRB has problems there’s no opportunity for us to cor- 
rect those problems at all centers. All we can do is choose whether 
or not we want to accept or reject the proposal. 

As was mentioned before, some research that’s done in the pri- 
vate sector does not fall under FDA or NIH purview. And so there 
can be some research that could be done without the involvement 
of either oversight institution or organization. But I think more im- 
portantly and related to that, there needs to be a single mechanism 
for oversight of IRBs that includes not only the FDA and NIH but 
for all research. But what I’d like to do is to talk with you about 
one particular problem. 

Mr. Shays. I just missed your point. And it’s a very important 
point. 

Dr. WiLFOND. OK. 

Mr. Shays. You said there may not be review by either FDA 
or 

Dr. WiLFOND. If — OK. Certainly any study that involves the use 
of drugs or investigational devices will come under FDA. Any study 
that is done with NIH funding will come under the review of NIH. 
Any study that is done at an institution that has a multiple project 
assurance from either of those organizations will come under their 
review. But if 

Mr. Shays. Come under their review? 

Dr. WiLFOND. Come under the review of a local IRB. 

Mr. Shays. Of a local IRB? 

Dr. WiLFOND. Right. 

Mr. Shays. But you’re basically telling me that the FDA — the 
question I had put to FDA was: Who oversees the private sector? 
And you’re suggesting that there’s some private sector that they 
don’t oversee. 

Dr. WiLFOND. If there’s research that’s being conducted that does 
not involve an investigational drug or investigational device or 
even one that’s been approved for other purposes, then — for exam- 
ple, nutritional modifications or behavioral issues, that it’s being 
done by somebody 

Mr. Shays. Let me just clarify something. I’m making a leap 
here. My mind is thinking this way. 

Dr. WiLFOND. Sure. 

Mr. Shays. If something is not going to the marketplace, are you 
suggesting that the FDA wouldn’t be involved? 

Dr. WiLFOND. That is correct. 

Mr. Shays. There are a lot of circumstances where something 
isn’t coming to the marketplace. That isn’t being funded. Well, who 
the heck 

Mr. Kucinich. Nobody. 

Ms. Flynn. No one. 

Mr. Caplan. No one. 
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Dr. WiLFOND. But actually, even when it does come under FDA — 
actually what I’d like to do is talk to you about a particular prob- 
lem in more detail. 

Mr. Shays. Do you all have any other little secrets you want to 
tell me about? 

Dr. WiLFOND. Well, actually, the next one is the one I want to 
tell you about in more detail 

Mr. Shays. OK. 

Dr. WiLFOND [continuing]. Which has to do with researchers who 
are in private practice where they have greater incentives for re- 
cruiting patients — and this is a case where the IRB mechanism is 
very different, and essentially are for-profit IRBs. Let me try to ex- 
plain what I mean by that. Recently at the University of Arizona, 
we reviewed a study for a new anti-inflammatory treatment for 
childhood asthma. 

Mr. Shays. Don’t feel you have to read so quickly. You can slow 
down a bit. 

Dr. WiLFOND. OK. 

Mr. Shays. OK. 

Dr. WiLFOND. We reviewed the study for a new treatment for 
asthma. The study involved putting patients either on this new 
anti-inflammatory treatment or a placebo. The problem is that 
there already are currently available good treatments — anti-inflam- 
matory treatments for asthma. When our IRB looked at this pro- 
posal we said this is unethical to do because it denies half of the 
patients a known effective therapy. 

Even with the permission or consent of the parents we felt that 
this was unfair and unsafe to expose children to this risk. So this 
was a multicenter trial. All we could do is say, you can’t do it here. 
Two miles down the road there is a physician in private practice 
who also was doing the same study. What he did was, he had it 
reviewed by an IRB in another State, and he paid the IRB to re- 
view the study and they approved it. 

And so I think there are two problems here. One is the obvious 
problem of the investigator specifically paying an IRB to review 
their protocol. But more importantly, this review occurred in an- 
other State. And I think it completely subverts the whole notion of 
an institutional review board. In other words, this person was not 
from the community. And I think that becomes really a challenging 
thing. I’m not sure I would agree with this. The way IRBs really 
work is not only looking at the consent forms but trying to be care- 
ful that we understand that the investigators, when they present 
the information, hopefully will do it in a non-coercive way. 

Because we don’t really have a good way of monitoring exactly 
how well they do that. The best we can do is to know about the 
integrity of the investigators. And I want to give you an example 
of how this happened with this particular study. When it was sub- 
mitted to the University of Arizona the patients were going to be 
paid $250 to participate in the study. Our policy is that if payment 
is going to be made for children two things must happen. First, it 
cannot be advertised in newspapers in terms of a dollar amount. 
Our concern is that parents will see a dollar amount. That may be 
an incentive for them if they’re a little short of cash that month 
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to have their children enroll in studies. So we exclude dollar 
amounts. 

Second, although money may he paid, it’s usually paid in the 
form of a savings bond that is made out in the name of the child. 
The physicians in private practice usually will have advertisements 
with dollar amounts. But often the dollar amounts are much higher 
than we would have otherwise approved. So for example this one 
study that we looked at, the dollar amount at the university setting 
was $250, but at the private sector it was $750 that the parents 
would be paid. And this is being advertised in local newspapers. I 
see this as being a very big problem. 

You know, in the community setting there is greater financial 
benefit to the investigator to recruit patients. They have increased 
promotional activities. The studies themselves may be more risky 
and they’re getting less review. And I think this is really one of the 
biggest issues I think that needs to be addressed. Because I think 
more and more research will be happening outside of academic in- 
stitutions. My recommendation would be that whenever feasible all 
research be reviewed within the same community and that the 
same IRB have a jurisdiction over all the particular investigator’s 
protocols. One of the problems that the investigator can mail his 
protocol to different IRBs. So if he gets turned down at one place 
he can go somewhere else. And I think there needs to be some way 
of having some control over that. 

Mr. Shays. Elaborate a little bit on that. 

Dr. WiLFOND. OK. For example, if a person is in private practice, 
and he sends it to IRB A and IRB A turns it down, he could send 
it to IRB B and have them approve it. There’s not one designated 
IRB — whereas in the university setting, at the University of Ari- 
zona, if we don’t approve a protocol, that investigator essentially 
can’t do that study. 

Mr. Shays. If you’re not part of the university and you’re in the 
same town as the university, tell me where you would go? 

Dr. WiLFOND. Wherever you want. Whoever gives you the lowest 
price. There are IRBs around the country that are essentially com- 
mercial IRBs that are set up, where they will receive protocols from 
investigators who mail in a check and mail in the protocol and they 
will review it. 

Mr. Shays. I wish this panel had gone first. 

Mr. Caplan. It’s called IRB shopping, by the way. 

Ms. Flynn. Yes. IRB shopping. 

Mr. Shays. OK. Keep going. 

Dr. WiLFOND. That’s really the main thing I wanted to say. I 
think this is the biggest issue. I agree with Art about the issue of 
monitoring in the future. But I think this is really a problem that 
needs careful evaluation. I think at this point I’ll stop and let the 
other people go. 

[The prepared statement of Dr. Wilfond follows:] 
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I would like to thank the subcommittee for inviting me to participle in these 
hearings about the adequacy of informed consent for biomedical research. I have been 
asked to make comments about research on chiidren. I am an Assistant Professor of 
Pediatrics in the sections of Pediatric F^imon^ and Medical Molecular Genetics at the 
Univemity of Arizona in Tucson. I am a member of the Committee ofBioethicsof the 
American Academy of Pediatrics. I teach bioethics, including research issues, to medical 
students and graduate students. As a pediatric pulmonolc^ist, I for children with lung 
disorder, including asthma, cystic fibrosis, and chronic lung disease of prematurity. My 
main research interests are the ethical and policy implications of r»w genetic technologies. I 
have a particular interest in the issues of research in children. I have been a member of 
Institutional Review Boards (IRB) for nine years. 

Informed consent has been a central tenant of res^ch ethics from the time of the 
Nm-emberg trials fifty years ago. However, consent is neither necess^ nor sufficient to 
make research ethical. Had the Nazis obtained consent, it would not have altered our 
judgment about their medical experiments. As a legacy of Nuremberg, there was great 
debate in the early seventies as to wtether it wa.s morally justified ever to conduct research 
on children since they cannot give consent This debate was considered- in the Belmont 
Report and expressed in the federal regulations by acknowledging that parents give 
permission, not consent, for children’ s participation in research. This distinction, while 
subtle, is important, because it provides the conceptual justificatwn for a greater role of the 
IRB in assessing the balance of benefits and risks to which children can be exposed. 

■Wliile the intent of die regulations is to place ^ater resiriciions on research txi 
chiidren, the regulations are often misinterpreted to suggest that research that otherwise 
mi^t be valuable cannot be done. In fact, as a pediatrician, there are many circumstances 
where clinical judgments must be made without the benefit of sound empirical data. 
Additionally, many drugs that are used in children are off-label Ihis problem is not 
necessarily Jhe result of regulatory restrictions but often, as a re.su!t of decisions to not 
ejqjend the resources to conduct studies in children. Once a new drug is approved, 
pharmaceutical companies have few incentives to conduct other studies in children. There 
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need be requirements to conduct studies in children concomitantly with those in adults. It is 
better to expose children to the risks of research than the risks of unscientific clinical 
practice. 

Conceptual vagueness of the regulations. Let me turn to the federal 
regulations, as this will provide a framework for understanding some of the remaining 
problems for the participation of children in research. The regulations stipulate that if 
research is not greater than minimal risk, then the permission of the parent and the assent of 
the child, to the extent capable, is sufficient. There are two issues to note. Fii^t is the 
acknowledgment that depending on their maturity level, children should have a greater role 
in the decision to p^cipate in research. More conceptual work may be needed to flesh out 
how this should work operationally. 

The second point is that if studies involve greater than minimal risk, the IRB is to 
make a normative decision that the potential risks are balanced by the benefits of the study, 
prior to parents being given the option of permitting their children to participate. The IRB 
should attempt to “track those decisions that would be made by informed and scrupulous 
parents.’’ 

The threshold criteria for IRBs to make this moral assessment is “minimal risk”, 
defined as “the magnitude and probability of harms or discomfort anticipated in the research 
are not greater in and of themselves than those ordinarily encountered in daily life or during 
the performance of routine physical or psychological examinations or tests” ( 45 CFR 
46. 102 (I)). There has been great attention to this definition of minimal risk, with no clear 
consensus. For example, even though a risk of everyday life for a child might include a 
bicycle accident, it wouldn’t justify a study involving children riding bikes in heavy traffic. 

If the risk is greater than minimal, the regulations provide the IRB with different 
necessary criteria, depending upon whether the research offers the prospect of direct benefit 
to the child. If there is a prospect of direct benefit, then two additional criteria must be 
determined by the IRB. First, the risk must be justified by the anticipated benefit, and 
second the relationship between benefits and risks must at least be as favorable as other 
alternatives. The regulations are not clear about whether studies with placebos should fall 
under this category of direct benefit. In placebo controlled studies, it is possible that a child 
will not benefit because the study drug is no better than placebo, or because they have 
received the placebo. Yet the study offers the prospect of direct benefit, even though not all 
children in the study will benefit. This points to one of the potential problems with 
informed consent for studies of direct benefit; the tendency of investigators to overetate the 
benefits of participation. Even with review of the consent form by an IRB, it is possible 
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that parents assume that their child will benefit. This could pose a problem when children 
face life thre^ening disea^. 

If the research does not offer the prospect of direct benefit, it must be likely to yield 
generaiizable knowledge about the subject’s disorfer. This tends to limit r^aich to issues 
directly related to children, hi addition to the usual requirement for parental permission 
(which is based on the parent’s own assessment of benefit and risk), the IRB must make its 
own assessment based on the following features. 

First, the “generaiizable knowledge must be of vital importance to understanding 
the child’s disease.” While “vital” is not defined, it suggests the IRB must make a judgment 
regarding the scientific merit of a proposed study. 

Second, “the intervention presents experiences to subjects that are reasonably 
commensurate with those inherent in tlKsir actual or expected medical situation.” This is an 
attempt at insuring that permission and assent are truly informed. 

Third, the intervention can only represent a minor increase over minimal risk. The 
regulations don't specify what counts as a minor incmase over minimal risk. Thus it is up 
to the IRB to decide whether interventions, such as placebo injections, sedation, and 
bronchoscopies are greater than a minor increase over minimal risk. 

IRBs accept the challenge of interpreting the regulations. How'ever, it has been 
twenty years since the Belmont Report and the problems with interpretation need more 
attention. While NB AC may be a good place :o start, a more permanent forum would be 
useful to address the evolving concephial challenges. 

Procedural Issues. More important than the problems of conceptual vagueness, 
there are a number of prtxedural issues facing IRBs that pose greater risks to children, for 
which an improved centralized mechanism of oversight of research and IRBs is necessary. 

The premise of the IRB approach is that local regulation, and in essence, self 
repl^on, is Equate. While I believe that the IRB concept should be continued, there are 
significant modifications that should be made to keep up with the research landscape of the 
twenty first century: 

1 . A better mechanism for oversight and monitoring of multicenter trials is 
needed. 

2. There needs to be more oiganized local oversight of community investigators 
practicing outside of academic institutions. 

3. Research that falls outside of NBi or FDA purview should still be reviewed 

4. There needs to a be a singular mechanism for oversight of IRBs. 
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Local review has the advantage of intimate knowledge of the investigators, their 
clinical practice, and their research experience, but the IRB may have conflicts of interests. 
If research is not approved, the institution may lose funding. This has become a greater 
problem with multicenter studies. Such studies are difficult to modify. When the IRBs have 
problems with the study design, they are often in the position of either accepting or 
rejecting the proposal. The concern is expressed that if the IRB rejects the proposal it will 
just be done somewhere else. 

For example, the University of Arizona IRB has been asked to review a number of 
studies for anti-inflammatory treatments for childhood asthma. There are approved anti- 
inflammatory treatments for asthma including inhaled steroids. Often the study designs 
require treatment with investigational drugs or placebo. We have rejected some such studies 
because they deny an effective treatment. We hear from investigators that other IRBs have 
approved the study. Central oversight to allow modification of such protocols is 
worthwhile. As a consultant to the NIH for studies about genetic testing, I have had 
experience with central review of informed consent documents. I believe that there is a 
complementary role for centralized review. 

An additional problem arises when such studies are conducted in the community 
settings. While the University of Arizona IRB did not permit the children in the asthma 
study to be taken off their medicines, the same study was done by a private clinician two 
miles up the road. The study was reviewed by an IRB in another state with which the 
investigator contracted and was approved. 

There are several problems, in addition to even greater conflict of the direct payment 
for oversight. The review board is not from the same community. This diminishes the 
ability of the ERB to make judgments with direct knowledge of the behavior of the 
investigator. While IRBs' approve consent forms, the consent process is left to the 
investigator. Even though the IRB knows what is presented in writing, it also needs some 
assurance that the investigator presents the study noncoercively. This is hard to do when 
the IRB does not have ongoing knowledge of the behavior and character of the 
investigator. Such an investigator may use different IRBs as well, preventing any single 
IRB from appreciating the research portfolio and practices of the investigator. In addition to 
variation in study design, different criteria for reemitment and reimbursement may be used. 
These are important issues when parents are making decisions that might put their children 
at risk. 

The University of Arizona IRB requires that ail advertisements exclude dollar 
amounts of reimbursement, to avoid attracting parents who were more interested in the 
money, per se. However, the non-university investigators publicize the reimbursement 
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figures. Also, the amount of reimbursement differs in this study, from approximately $250 
to $750. Finally the University of Arizona IRB requires that payment be made in the form 
of a savings bond to the child, to clarify that this money was intended for the chiM, not the 
parent. Yet in the community setting there are even greater incentives for investigators to 
recruit patients as a direct source on income. 

This is a problem that must be addressed as more research happens outside of 
academic institutions. In the community setting, the increased promotional activities, along 
with more risky studies, less review and the added flnatK^ial benefit to the investigator, 
raises questions about the validity of “parental permission” and the ability to protect 
children from research ri-sks. For these reasons, for profit IRBs provide less protection for 
children and I believe they should be prohibited. My re(X)mmendation is that, whenever 
feasible, all research be reviewed within the same community and that the same IRB should 
have jurisdiction over all of a particular investigator’s protocols. 

The problems of multicenter trials and community investigators point the need for 
greater oversight and coordination of IRB activities. The NIH and the FDA have 
rmchanisms for oversight. But dilferent IRBs may be reviewed by one or the otter. Some 
research may even fall outside the review of either group. It would more appropriate to 
have a centralized ^ency that required all research to be reviewed and was responsible for 
the oversight of all IRBs. 

Conclusions 

There needs to be greater incentives to involve children in research that will allow 
safer application of clinical medicine. Conceptual issues regarding children that need 
ftirtho’ attention include definition of minimi risk, methods for evaluating the balance of 
risks and benefits, the use b'f placebos, and the role of assent in children and consent in 
adolescents. Procedural issues include improved ability to monitor variations in review of 
multicenter trials, community oversight of research, and uniform oversight of IRBs. Both 
the conceptual and procedural issues could be addressed by the establishment of a single 
agency that is responsible for oversight and coordination of research on humans conducted 
in the US. Addressing these issues will promote the well being of children by the 
advancement of research without exposing children to unnecessary harm. 
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Mr. Shays. I just don’t quite understand. Literally, you could live 
in Florida and you could 

Dr. WiLFOND. Absolutely. 

Mr. Shays. Oh, yes? I didn’t finish my question. 

Mr. Caplan. No, he just meant you could live in Florida. 

Dr. WiLFOND. I’m sorry. 

Mr. Shays. So absolutely means that if I made an application in 
St. Louis, I could? 

Dr. WiLFOND. Yes. 

Mr. Shays. Or New York or Alaska or Hawaii? 

Dr. WiLFOND. Mm-hmm. 

Dr. Lurie. Please don’t send it to Alaska. 

Mr. Shays. I hear you. 

Dr. WiLFOND. I think the problem is, we do face very chal- 
lenging — in terms of the IRB in Arizona — with our own investiga- 
tors, they’re often very challenging decisions. Often we will have 
the investigators come before us and talk with us, try to hash 
things out, try to come to a compromise that seems to work. And 
we know who the investigators are. But when you mail to some- 
where else in another State, it’s not as easily done. The thing I also 
want to point out as an example of this is that these studies are 
being done around the country. 

So it’s not just a problem only out of the community IRB, but 
what ideally would be the best would be some way of there being 
some sort of additional centralized mechanism of review of these 
multicentered trials. Because what happened is, as of the study, 
the investigator came to us and said, look, if we don’t do it they 
will do it somewhere else. Unfortunately, there was no way of us 
being able to communicate our concerns about the ethics of this 
study to someone else. It essentially was just up to us to say, it 
can’t happen in Tucson. But there was nobody just who was look- 
ing out for everybody else. 

Mr. Caplan. Just a quick comment on this point. 

Mr. Shays. Sure. And then we’ll get to you. Dr. Lurie. 

Mr. Caplan. There are many situations, Mr. Chairman, in which 
local IRBs feel threatened by a private researcher saying, well, if 
you don’t approve it, they will do it down the road, and we’ll be 
down the road in no time. And that can cast a pall over a local 
IRB’s willingness to get tough with a particular informed consent 
form or a particular protocol. Because it’s well understood that 
there are other places to go for the private researcher. 

Mr. Shays. Can I make an assumption that there are no conflicts 
on those who serve on those boards? 

Mr. Caplan. Well, the conflict — you’re right. You can’t. 

Mr. Shays. I cannot? 

Mr. Caplan. You cannot make that assumption. 

Mr. Shays. OK. We’ll come back to this. You’ve whetted my ap- 
petite. Dr. Lurie. 

Dr. Lurie. Good afternoon. 

Mr. Shays. Good afternoon. 

Dr. Lurie. I’m going to talk about three separate subjects today. 
I’m going to talk first about HIV vaccine trials. I’m going to second 
talk about the NIH-funded study in Anchorage, AK, on needle ex- 
change. And then I’m going to talk as well about the African, Car- 
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ibbean, Thai mother to infant transmission studies that were dis- 
cussed this morning. 

Mr. Shays. Can you do that in 10 minutes? 

Dr. Lurie. I would say so. 

Mr. Shays. Yes. OK. 

Dr. Lurie. There are several things that link these. One is the 
difficulty of obtaining informed consent in vulnerable populations. 
A second is the need to provide research subjects with state-of-the- 
art medical care. And the third is the conflict of interest between 
the purported needs of researchers about which we heard much 
this morning and the clear needs of research subjects about which 
we sometimes heard less. 

Let me talk about the HIV vaccine trials first. We know that be- 
havioral interventions such as safe sex counseling, the provision of 
condoms, the provision of sterile syringes have the ability to reduce 
the number of new HIV infections in any given group. And if you’re 
setting up an HIV vaccine trial it therefore becomes ethically nec- 
essary to provide state-of-the-art counseling and other interven- 
tions to the subjects. 

Now, the problem is that, to the extent that you are successful, 
there will be fewer HIV infections in your subjects. And that cre- 
ates the “problem” over time of having more difficulty in estab- 
lishing that, say, the vaccine is more effective than a placebo. This, 
I think, creates a real conflict of interest which I believe is best re- 
solved with the following. Creating an independent group of people 
to provide counseling in these kinds of HIV vaccine trials separate 
from the investigators. Unfortunately, every time that this is raised 
as a proposal I always encounter resistance from people in Govern- 
ment and researchers. But I do think that that is a straight-for- 
ward answer to what is a real problem. 

A second issue in HIV vaccine research involves the so-called 
gpl20 HIV preventive vaccines. Now, back in June 1994 the AIDS 
Research Advisory Council, otherwise known as ARAC, found that 
the data were insufficient to support Government-funded studies in 
this country. But what we have now is a San Francisco based com- 
pany named Vaxgen which is planning, with logistical and statis- 
tical help from the Centers for Disease Control and Prevention, to 
conduct an efficacy trial of gpl20 in Thailand even though the vac- 
cine has been rejected for efficacy trials by another arm of HHS — 
NIH — in this very country. 

It seems unethical. It seems exploitative. Particularly because 
there really is no guarantee that Thai citizens will ultimately have 
access to any vaccine that’s proven effective. 

Subject 2, subject of the needle exchange program in Anchorage, 
AK. Since 1991, there have now been seven — count them — seven 
federally funded studies looking at whether or not needle exchange 
programs reduce the number of new HIV infections and whether 
they increase drug use or not, and every one of them has concluded 
that, yes, they reduce HIV infection, and no, they do not increase 
drug use. Despite that there is a plan to do a randomized control 
trial of needle exchange in Anchorage, AK. This despite that fact 
that the seventh of the studies that I mentioned was an NIH Con- 
sensus Development Panel which reached the same conclusion as 
its six predecessors. 
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Now we have NIH with a $2.8 million study in which people are 
going to be randomized either to needle exchange or else to a so- 
called enhanced pharmacy intervention, which means that if you 
try to get — they were going to give you information about how to 
walk, how to talk, how to dress when you go into a pharmacy and 
try to purchase syringes. Now, we see three problems with this 
study. Problem one, if you’re not in the study you cannot go to the 
needle exchange. Problem two, if you’re in the study, you only 
stand a 50-50 chance of going to the needle exchange. Now, that 
seems a problem seeing as though the researchers themselves 
admit in their protocol that this “represents the withholding of a 
potentially life saving service,” the very thing that is precluded by 
the Nuremberg Code and practically every code thereafter. 

The third problem with the study involves hepatitis B. And here 
the problem confronted by the researchers is that fortunately there 
is relatively little HIV in the drug users of Anchorage. And so 
they’re using hepatitis B as a kind of a proxy marker because it’s 
more common than HIV is. The problem is that there happens to 
be a very effective vaccine for hepatitis B, and so the researcher 
has a conflict of interest again, much like the situation with the be- 
havioral intervention in the vaccine trials, whereby, to the extent 
that people are vaccinated, there will be fewer clinical outcomes 
and therefore it will be more difficult to show a difference between 
the two study groups. 

Those are the problems that we raised in a series of letters to 
Dr. Varmus in the beginning of October 1996. And he immediately 
put the study on hold and convened a 10-person panel to review 
our concerns. The panel did not include anybody who was either a 
drug user or might be otherwise expected to represent their inter- 
ests — like someone who runs a needle exchange. And it had a 
bunch of academics, many of whom were themselves recipients of 
grants from the National Institutes for Drug Abuse, in fact that 
very same division within the National Institutes of Drug Abuse 
and so, themselves, might have been reluctant to criticize the Insti- 
tute. 

That committee said, no, actually there’s no problem with the 
study at all, it’s fine. They signed off on the study completely. For- 
tunately, to his credit. Dr. Varmus went beyond what they had 
done and said, you need to do more to provide hepatitis B vaccine 
to people, although in our view he still didn’t go far enough, be- 
cause he should have required onsite vaccination of the subjects. 
And that didn’t happen. To summarize, this unethical research pro- 
posal passed six levels of review. No. 1: the IRB at the University 
of Alaska. No. 2: the OPRR. No. 3 

Mr. Shays. Slow down. What was the second? 

Dr. Lurie. The OPRR. The Office for Protection 

Mr. Shays. Yes. Right. 

Dr. Lurie. Right. The third: the NIH AIDS Review Committee. 
The fourth: the panel that Dr. Varmus pulled together to review 
our complaint. The fifth: Advisory Committee to Dr. Varmus. And 
then finally: Dr. Varmus himself. Yet, despite this — and as Dr. 
Caplan quite accurately pointed out — the meat and potatoes of Eth- 
ics Review Committee work is looking at informed consent forms. 
There was no mention of any inadequacies in the informed consent 
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form, despite the fact that the informed consent form failed to in- 
clude such basic information as that the researcher believed — 
again, in their own words — that this was a potentially life saving 
service, that the researchers estimate that the drug users in the 
pharmacy group were at up to four times increased risk of getting 
hepatitis B. 

And importantly it didn’t explain that if you were a drug user 
assigned to the pharmacy and you showed up at the needle ex- 
change, they’d ask you for your card, if your card showed that you 
were, in fact, somebody assigned to the pharmacy group, they’d 
send you packing with more information about how to walk and 
talk and a buildings map for Alaska so that you could find the 
pharmacies. And finally, it didn’t make any mention whatsoever of 
hepatitis B vaccine. 

The informed consent form had other problems. A readability 
analysis was done — and, again, this was alluded to earlier — and 
the degree of schooling that was needed for this was 15 years of 
schooling to be able to read the informed consent form, this despite 
the fact that Dr. Fisher, who had done readability analyses with 
the drug users of Anchorage had himself concluded that the drug 
users of Anchorage read with a ninth grade level. And the informed 
consent form, which all six of these reviews said was OK, finally, 
because of the attention that we drew to it, was reviewed and re- 
viewed and reviewed and revised and revised and revised over and 
over again until instead of being two pages long, it is five pages 
long. 

Even so, it still contains a new fiction which had not been in the 
previous ones, which is that there is no other needle exchange pro- 
gram in Anchorage. And that is incorrect. Back in December 1996, 
a new needle exchange did open. And this was trumpeted on the 
front page of the Anchorage Daily News. The investigator acknowl- 
edged it in a national magazine. And it was on Anchorage tele- 
vision station as well. So this is a well known, blatant falsehood 
right there in the informed consent form. 

Mr. Shays. Let me do this. We have 15 minutes. I’d like Ms. 
Flynn to kind of get some on the record before we break. So if you 
want to 

Dr. Lurie. I just want to talk about the Africa stuff 

Ms. Flynn. It’s all right. 

Mr. Shays. OK. I think what I want to do, Ms. Flynn, is have 
you go, and then we’ll come back to you. 

Dr. Lurie. OK. 

Mr. Shays. We’ll be able to get that on the record. 

[The prepared statement of Dr. Lurie follows:] 
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Thank you for the opportunity to testify before the Subcommittee on these 
crucial bioethical issues. Our testimony today will address two subjects: 
HIV vaccine trials and a National Institutes of Health (NIH)-funded smdy of 
needle exchange programs in Alaska. While these two areas may seem 
disparate, there are several conunon themes that link them: 1. the difficulty 
of obtaining informed consent in vulnerable popirlations; 2. the need to 
provide research subjects with state-of-the-art medical care; and 3. the 
conflict of interest between the purported needs of researchers and the clear 
needs of the research subjects. We will address HIV vaccine trials first 

There is no question that the development and widespread utilization of a 
vaccine that effectively prevents transmission of HIV would be a public 
health triumph. With behavioral interventions currently having an important 
but limited impact upon HIV transmission, an effective vaccine is our best 
hope for preventing the huge burden of suffering from HIV disease both in 
the U.S. and abroad Yet enormous ethical issues complicate potential 
vaccine efficacy trials. We shall mention just three. 

First, because behavioral interventions such as safe sex counseling or the 
provision of condoms or sterile syringes have the capacity to reduce HIV 
risk behavior, it is critical to provide research subjects with state-of-the-art 
behavioral interventions as part of HIV yaccine trials. Yet, to the extent that 
such interventions are effective, there will be fewer new HIV infections and 
the ability to demonstrate statistically significant reductions in new HIV 
infections due to the vaccine will be reduced. This places the researcher in a 
classic conflict of interest, and creates an incentive to not provide adequate 
behavioral interventions in conjunction with these vaccine trials. The 
obvious solution to this dilemma is to employ an independent group of 
individuals to provide the behavioral interventions, but on several occasions 
when this has been' suggested in the context of HIV vaccine trials it has met 
with opposition. 

The remaining two issues deal with potential HIV vaccine trials in 
developing countries. Worldwide, an estimated 21.8 million people are 
presently living with HIV. Over 94% of these individuals live in the 
developing world; residents of developing countries therefore stand to derive 
the greatest benefit from such a vaccine. The need for a vaccine for a 
particular country is, however, different from die need for a vaccine trial in 
that country. 

The Council for International Organizations of Medical Sciences’ ethical 
guidelines on research in developing countries state unequivocally that “the 
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ethical standards applied should be no less exacting than they would be in 
the case of research carried out in [the sponsoring] country.” Yet there are 
already worrisome signs that this fundamental ethical precept will be 
ignored. 

In June 1994, research on two so-called gpl20 HIV preventive vaccines was 
reviewed by the blue-ribbon AIDS Research Advisory Cormnittee (ARAC) 
of the NIH, and the data were found to be insufficient to support 
government-funded efficacy trials in the U.S. As far as we Imow, no data 
have since been generated that would alter that assessment; indeed reports of 
a dozen breakthrough infections among subjects fully vaccinated with gpl20 
have raised further doubts about these vaccines’ efficacy. Since 1994, most 
attention in the HIV vaccine field has now shifted to the so-called ALVAC- 
HIV vaccine. Yet San Francisco-based Vaxgen is plaiming, with logistical 
and statistical help from the Centers for Disease Control and Prevention, to 
conduct a Phase HI trial of its gpl20 vaccine in Thailand, even though that 
vaccine had been rejected for efficacy trials in this country. This seems 
unethical and exploitative, particularly as there is no guarantee that Thai 
citizens or those of other developing countries will have access to the 
vaccine should it be proved effective. Is Vaxgen planning on disclosing to 
Thai subjects that the vaccine was rejected by U.S. scientists for tests in our 
country? 

Finally, some subjects in vaccine trials will contract HIV infections, either 
because they are randomized to the placebo group or because the vaccine is 
not completely effective (or perhaps not effective at all). While such newly 
infected individuals in industrialized country trials can be referred for care, 
there is concern that, in the developing countries where HIV vaccine trials 
are being considered, effective anti-HIV drugs will not be provided to those 
who become Mected during the trial. We believe that it is the researchers’ 
ethical responsibility to ensure that antiviral dmgs are provided to all 
individuals who develop HIV infection during the trial, particularly because 
participation in such trials may lead some subjects to believe that liiey are 
protected from HIV infection and may thus induce them to increase their 
risk behavior. 

We will now turn to the subject of research on needle exchange programs, 
which again illustrates the need for particular vigilance when conducting 
research on vulnerable populations. 

Since 1991, there have been seven federally funded reviews of the 
effectiveness of needle exchange programs in preventing the transmission of 
HIV infection between injection drug users and from the drug users to their 
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sex partners and children. Every one of those reviews has concluded that 
needle exchange programs reduce the transmission of HIV infection and that 
there is no evidence that they lead to increases in community levels of drug 
use. Even Health and Human Services Secretary Donna Shalala finally 
conceded in February 1997 that needle exchange programs reduce the 
number of new HIV infections, although she still failed to remove the ban on 
federal funding for needle exchange programs. 

Despite this unanimity in the research world, including a recent NIH 
Consensus Development Panel, the NIH has decided to provide $2.8 million 
for a randomized, controlled trial of the effectiveness of needle exchange to 
be conducted by Dr. Dennis Fisher of the University of Alaska Anchorage. 

It is worth noting that, although there is no evidence from a randomized 
controlled trial that condoms reduce the number of new HIV infections, no- 
one would consider such a smdy and effective public health policy has been 
formulated even in the absence of such evidence. 

At least 600 injection drug users will be randomized to either receive sterile 
syringes for free from a needle exchange program or to receiving 
information on how to purchase syringes from pharmacies in Anchorage, 
information all or most will already have. When a subject seeks to obtain 
syringes at the needle exchange program, the researchers will use the 
subject’s bar-coded identification card to generate the subject’s image on a 
computer screen and thereby establish to which arm of the study the subject 
has been randomized; those assigned to the pharmacy condition will be 
turned away and advised how to purchase syringes at pharmacies. 
Remarkably, the researchers themselves admit in their grant proposal that 
this “represents the withholding of a potentially life-saving service.” 

Because HIV infection is relatively rare among the drug injectors of 
Anchorage, the researchers plan to measure the number of new infections 
with hepatitis B. This will act as a proxy for HIV infection and will allow 
the researchers to compare the effectiveness of the needle exchange and 
pharmacy groups in reducing blood-borne infection. 

The research is unethical for at least three reasons; 

1. If an injection drag user does not enroll in the study, he or she cannot use 
the needle exchange program at all, thus coercing subjects to enroll; 

2. Of injection drug users who enroll in the study, only 50% will be 
permitted to attend the needle exchange program; the others will be turned 
away if they seek syringes at the needle exchange program; and 
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3. The research protocol does not provide adequate assurance that the 
subjects will receive hepatitis B vaccine. It is highly inappropriate to 
monitor injecting dmg users in both research groups contracting potentially 
fatal hepatitis B infection when an extremely effective vaccine for hepatitis 
B exists. It is difficult to imagine an analogous study in which babies were 
monitored for the occurrence of tetanus, while not being provided with the 
existing vaccine. But the researchers are faced with a conflict of interest 
analogous to that regarding behavioral counseling in HIV vaccine trials: if 
compliance with vaccination is high, there will not be enough new hepatitis 
B infections to permit statistically meaningful conclusions. 

The parallels between the Alaska study and the notorious Tuskegee syphilis 
study are clear. In Tuskegee, poor rural African American men were denied 
access to proven treatment for syphilis and went on to develop the disease’s 
complications, including death. In the Alaska study, another group of 
vulnerable Americans, injection drug users, many of whom are Native 
American or African American, are being placed at risk for life-threatening 
infections by being denied adequate access to not one, but two, proven 
medical interventions: sterile syringes and hepatitis B vaccine. 

Indeed, there is an ugly racial dimension to the issue of sterile syringe 
availability in Anchorage. When we sent casually dressed volunteers to 
survey pharmacies in Anchorage, only 14% of pharmacies were willing to 
sell syringes without encumbrance. But an African American woman 
volunteer was refused syringes at all five pharmacies she visited, including 
two that had sold syringes to non- African Americans the day before. 

When Public Citizen’s Health Research Group raised these issues in a series 
of letters to NIH Director Harold Varmus beginning in October 1996, he 
immediately put the study on hold and convened a ten-person panel to 
review our concerns. The panel did not include anyone who could represent 
the concerns of drug users (such as injection dmg users themselves or people 
who operate needle exchange programs) and instead was comprised 
primarily of academics, many of whom have obtained research funding from 
the National Institute of Dmg Abuse and may have been reluctant to criticize 
the Institute. It was no great surprise, therefore, when the panel found no 
problems with the study design and recommended that it proceed as 
approved. To his credit. Dr. Varmus went beyond the blanket endorsement 
of the panel to require expanded efforts to provide hepatitis B vaccine, but 
still feu short of offering on-site vaccination, which would be the best way 
of increasing compliance with the three-injection vaccination regimen. 
CounseUng patients about the hepatitis B vaccine and then sending them 
elsewhere to receive it not only introduces a delay in receiving the vaccine. 
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but also conveys the impression that the investigators believe that receiving 
the vaccine is not urgent. 

Astonishingly, this blatantly unethical research proposal passed review at 
multiple levels: 

1 . The Institutional Review Board at the University of Alaska Anchorage; 

2. The NIH’s Office for Protection from Research Risks; 

3. The National Institute on Drug Abuse’s AIDS Review Committee; 

4. The panel convened by Dr. Varmus to review the study; 

5. The Advisory Committee to the Director of NIH; and 

6. Dr. Varmus himself. 

The inadequacy of local Institutional Review Board review merits special 
mention. As a recent General Accounting Office report concluded, some 
Boards devote only one to two minutes to each study they review and their 
independence is hampered by “close collegial ties with researchers at their 
institution.” The Cleveland Plain Dealer recently disclosed that of 942 Food 
and Drug Administration inspections of Institutional Review Boards 
between 1990 and 1996, 40% revealed poor or missing voting records, 19% 
showed missing informed consent forms, injury reports or research 
protocols, and 16% demonstrated that subjects had not been clearly told that 
the procedures in the study were experimental. In a shocking 13% of 
inspections, subjects were not offered proven alternative treatments, similar 
to the situation here. 

At no point in these reviews was the adequacy of informed consent called 
into question, despite an original informed consent form which faded to 
disclose the following essential pieces of information: 

1. The researchers believe that needle exchange is, in their own words, “a 
potentially life-saving service”; 

2. The researchers estimate that injection drug users in the pharmacy group 
are at up to four times increased risk for hepatitis B compared to the needle 
exchange group; 

3. Drug users who don’t sign up for the smdy cannot attend the needle 
exchange program; 

4. Drug users assigned to the pharmacy condition carmot attend the needle 
exchange program; 

5. Drug users assigned to the pharmacy condition who attempt to obtain 
syringes at the needle exchange program will be turned away; 

6. The syringes at the needle exchange program are free; 
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7. The needle exchange program, unlike the pharmacy, will provide other 
free services such as condoms, bleach, alcohol wipes, sterile water and HIV 
prevention literamre; 

8. The researchers will be monitoring drug users to see if they develop 
sometimes fatal hepatitis B infection, even though there is a vaccine that 
could prevent it; and 

9. According to the federal government, providing this vaccine to all 
susceptible drug injectors is the standard of care. 

In addition, a readability analysis of the original informed consent form 
shows that it required a reading level equivalent to 15 years of schooling, 
even though Dr. Fisher’s own research demonstrates that Anchorage 
injection drug users read at a 9th grade level. As a result of the enhanced 
scrutiny this grant has generated, the informed consent form has now been 
modified from its original two to the present five pages and some, although 
not all, of our objections have been addressed. But the researchers have 
introduced, and the University of Alaska Institutional Review Board and the 
NIH have accepted, a new fiction into the informed consent form: that there 
is no other needle exchange program in Anchorage. Actually, in an effort to 
reduce the harm from the Alaska experiment, volunteers in Anchorage have 
set up a needle exchange open to all injection drug users, a fact that was 
noted by Dr. Fisher himself in a national magazine and which received front 
page coverage in the Anchorage Daily News on December 23, 1996 and was 
featured on an Anchorage television station. 

As important as informed consent is in this situation, there is one overriding 
point: not even a perfect informed consent form can make ethical a study 
that is unethical in design, particularly one that needlessly puts 
subjects at risk for fatal infectious diseases. The only ethical solution to the 
simation in Alaska is to cut off funding for the study until it is redesigned so 
that all dmg injectors have access to the needle exchange program and 
intensive efforts are made to provide hepatitis B vaccination to aU drug users 
in the study. 
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Ms. Flynn. All right. Thank you. Thank you, Chairman Shays. 
I appreciate very much the opportunity to appear before the sub- 
committee today. I am a member of the President’s National Bio- 
ethics Advisory Council. Within my day-to-day work for the past 
121/2 years, I’ve served as executive director of the National Alli- 
ance for the Mentally 111, which is a large, grass roots, family and 
consumer organization concerned with issues that affect the lives 
of people with severe mental illnesses, including schizophrenia, bi- 
polar disorder, major depression and other disabling mental ill- 
nesses. 

We are families. We are patients. We are the grass roots. We are 
the folks who rely on the kinds of protections of human subjects 
that have been addressed repeatedly today. From the beginning of 
our organization we have been very strong supporter and advocates 
for biomedical research on severe mental illnesses. Such research 
has yielded remarkable breakthroughs in the understanding and 
treatment of these disorders, which are among the most dev- 
astating known to mankind. 

We particularly look to the development of promising new medi- 
cations for the treatment of schizophrenia and other debilitating 
brain disorders, which have occurred as a direct result of bio- 
medical research. We’ve also had great advances in understanding 
the ideology of brain disorders, advances that we believe may ulti- 
mately lead to much better control of symptoms and even poten- 
tially cures. And it’s important, as has been noted several times 
today that none of these advances that have been so dramatic in 
treatment of mental disorders would have been possible without 
the participation of individuals who suffer from these disorders. 

And I think it’s important to note that they are not just subjects 
but indeed participants in the research, which I think is a stronger 
term and a more appropriate term. And at least in the view of 
NAMI members, they are really the heroes here in the research 
arena. It is, however, very important, as we confront these issues, 
to try to strike the balance so that we can maintain a healthy cli- 
mate for research, which all of us view as the long-term hope for 
conquering these illnesses. 

And so it’s important that we look at the issues that surround 
many of the complex ethical questions that you have raised with 
this hearing. The use of human subjects in research presumes that 
individuals who participate are capable of comprehending the na- 
ture and scope of the research and, therefore, can participate in an 
informed way and consent to their participation. But as you know, 
the nature of severe mental illnesses often renders individuals with 
these disorders sometimes incapable of such consent. It is good to 
see the dialog we’ve had today. And it is good to note that sci- 
entists join bioethicists and advocates in being committed to bal- 
ancing the importance of creating and maintaining a healthy cli- 
mate for vital research with the equally important paramount con- 
cern of protecting vulnerable subjects who may lack the capacity to 
fully understand the nature, the risks and the benefits of the re- 
search they’re asked to participate in. 

Recently, there have been a number of issues which have re- 
ceived a great deal of attention, including revelation several years 
ago about specific research protocols at UCLA Neuropsychiatric Re- 
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search Institute, in which it has been alleged and, indeed con- 
firmed, that there were flaws in the informed consent procedures. 
And there continue to be concerns about whether this research was 
conducted in the highest possible ethical manner. Members of 
NAMI obviously looked at this situation with great concern. 

And for the past several years we have brought our concerns 
about this study to the officials at the National Institute of Mental 
Health and the Office for Protection from Research Risks. The en- 
tire lay board of the National Alliance, after hearing from a great 
many experts, consultants, family members moved forward in Feb- 
ruary 1995 to adopt some very straightforward and, we think, very 
helpful concrete suggestions as policies that I would like to share 
with you at this hearing. 

Mr. Shays. Can you say the last statement you made? I got dis- 
tracted. What was the last point? 

Ms. Flynn. That in February 1995 the lay board of the National 
Alliance, again, made up of families and patients, adopted some 
specific policies that I would like to share with the subcommittee 
today, which we think will offer some of the concrete guidance that 
you are looking for and ways to strengthen the climate that we cur- 
rently have. I guess I’m not certain, sir, whether you want me to 
try to deliver my entire 

Mr. Shays. No. You have about 3 or 4 more minutes, if you’d like 
to continue. 

Ms. Flynn. OK. Well, let me try to move forward, then, and just 
try to capsulize. Because my written statement does go into greater 
detail. Let me just try to move forward and try to highlight what 
the specific policies are that we think need to be adopted. 

Mr. Shays. And we’ll be able to cover some of it in the ques- 
tioning part as well. 

Ms. Flynn. OK. Thank you. 

Mr. Towns. The entire statement will be included in the record. 

Mr. Shays. Yes. 

Ms. Flynn. I appreciate that. We would like to see national 
standards developed to govern voluntary consent, comprehensive 
exchange of information and related protections of persons with 
cognitive impairments who become research subjects, and that the 
development of these national standards must include individuals 
who have these disorders, their family care givers, who are directly 
involved and directly affected. We note that there is not currently 
existing in Federal regulations specific protections for this vulner- 
able population, although they have been highlighted by several 
prior national ethical bodies as needing this kind of support. 

We believe that the National Institute of Mental Health, which 
funds the great bulk of research on severe mental illnesses, should 
take the lead in the development of such national standards. And 
we are pleased to see that Dr. Steven Hyman, the new NIMH di- 
rector has moved forward to convene a group that will be looking 
at the development of not only standards, but potentially best prac- 
tices and other guidance to the research community to strengthen 
the way in which informed consent and other psychiatric issues in 
research are handled. 

We think it’s important to note that informed consent as has 
been referenced is not just the gaining of a signature at the front 
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end of a research protocol. But particularly for vulnerable subjects 
who may be cognitively impaired, it needs to be seen as an ongoing 
process. Comprehensive information needs to be provided both oral- 
ly and in writing, including information that makes clear not only 
the risks and benefits of research, the scope, scale and objectives 
of the research, but also other modes of treatment, other options 
than the research that may be available. 

This is important because of unique characteristics of most peo- 
ple in this country with serious mental illness, Mr. Chairman, who 
frequently do not have health care coverage except through the 
public mental health system. These folks are uniquely vulnerable 
to the potentially coercive effects of being able to access novel or 
experimental or potentially more valuable treatment through re- 
search settings. 

We believe that it is very, very important that the capacity of in- 
dividuals to participate in research be assessed not only at the out- 
set, should there be any question, but also be able to be assessed 
continuously through the research should there be any question of 
their continuing ability to consent, and that that should be con- 
ducted by someone not directly involved in the research, as I think 
has been noted previously. Should it be determined that the indi- 
vidual lacks decisional capacity, surrogate consent should be 
sought from family members, if they are willing and able. And here 
we are particularly concerned that family members are often not 
involved, not informed, and not able to then participate on behalf 
of a relative that may have fluctuating ability to consent and par- 
ticipate. 

Institutional review boards which review research on mental ill- 
ness must include consumers and family members with direct per- 
sonal experience with these severe and debilitating illnesses. It has 
been our experience that most IRBs do not get this kind of rep- 
resentation from the community, even when they do a regular re- 
view of psychiatric research protocols. This is something that can 
be addressed easily. This is something that our organization is in 
a position to be a resource on. And we think there should be strong 
guidance to IRBs, that they should include representatives of the 
community of individuals with psychiatric illness. 

We believe that investigators must ensure that individuals who 
participate in research as outpatients, where most of this research, 
including research on new medications is conducted, they need to 
be linked to appropriate care, treatment and supports for the entire 
duration of the research. 

Mr. Shays. I need you to finish up here because we have two 
votes. 

Ms. Flynn. All right. One final point, then. Let me say that 
many people enter into research on new medications because they 
hope for great improvement in their treatment. We then find that 
when the research is over — 9 weeks, 12 weeks — that the medica- 
tion is no longer available to them. We find this unethical. We find 
this a procedure that truly can be very damaging. And we believe 
that when there are protocols approved that involved offering new 
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medications to individuals who may have no other way to get them, 
that they must be guaranteed that they will be able to continue if 
the medication has been seen as safe and effective even beyond 
their tenure in the research program. 

[The prepared statement of Ms. Flynn follows:] 
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Charnnan Shays, Congressman Towns and Members of the Subcommittee, 
my name is Laurie M. Flynn and I am the Executive Director of the 
National Alliance for the Mentally 111 (NAMI). I very much appreciate the 
opportunity to appear before this Subcommittee today. In addition to my 
role as NAMFs Executive Director, I am a member of President Clinton’s 
National Bioethics Advisory Council (NBAC). 

NAMI is the nation’s largest grassroots wganization dedicated to improving 
the lives of persons with severe mental illnesses, including schizophrenia, 
bipolar disorder (manic-depressive illness), major depression, obsessive- 
compulsive disorder, and anxiety disorders. NAMFs membership includes 
more than 140,000 people with severe mental illnesses and their families, 
and 1,100 state and local affiliates in all 50 states, the District of Columbia, 
Puerto Rico and Canada. NAMFs mission includes advocacy for 
nondiscriminatory and effective federal and state policies, research into the 
causes, symptoms and treatments for severe mental illnesses and education 
to eliminate the pervasive stigma toward those who suffer fiom these serious 
brain disorders. 

NAMI has been and will continue to be a strong advocate for biomedical 
research on severe mental illnesses. Biomedical research has yielded 
remarkable breakthroughs in the imderstanding and treatment of severe 
mental illnesses. The development of promising new medications for the 
treatment of schizophrenia and other debilitating brain disorders Itave 
occurred as a result of biomedical research. So too have advances in 
understanding the causes and etiology of these brain disorders, advances 
which may ultimately result in the ability to control and even cure the 
symptoms of these illnesses. These remarkable advances would not have 
occurred without the participation of individuals with severe mental illnesses 
as human subjects in research. These individuals, many of whom are NAMI 
members, are heroes in the struggle to overcome these devastating brain 
disorders. 

Because of these remarkable advances, it is critically important to maintain a 
climate conducive to biomedical research on severe mental illnesses. It is 
equally important to address the complex ethical questions concerning the 
use of human subjects in research of this nature. The use of human subjects 
in biomedical research presumes that individuals who participate are capable 
of comprehending the nature and scope of the research and can therefore 
consent on an informed basis to such participation. However, the nature of 
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severe mental illnesses render individuals who suffer from these disorders 
sometimes incapable of providing such consent. I believe that scientists, 
bioethicists, and advocates are committed to balancing the importance of 
maintaining a healthy climate for research with protecting vulnerable 
subjects who may lack capacity to fully understand the nature, risks and 
benefits of the research they are participating in. We welcome this dialogue 
as vital to fostering our partnership with science. 

Recently, these issues have received renewed attention since revelations, a 
few years ago, that a specific psychiatric research protocol at the UCLA 
Neuropsychiatric Research Institute (one of the nation’s largest psychiatric 
research programs) may not have included adequate informed consent and 
other procedures for fully informing research participants or their families 
about the potential risks and benefits of this protocol. We have discussed our 
concerns about this study with officials at the National Institute of Mental 
Health (NIMH) and the Office for Protection from Research Risks (OPRR). 
In February 1995, in response to the concerns engendered by the UCLA 
case, the NAMI Board of Directors, after extensive consultation with outside 
experts, adopted comprehensive policies addressing protections of 
individuals who participate as human subjects in research. (These policies 
are attached to this testimony as Appendix I). 

Since adoption of these policies, I have worked actively within the 
psychiatric research community to promote adoption of practices reflecting 
the principles embedded in these policies. While the time allotted to me 
will not allow me to present all of these policy recommendations at this 
hearing, 1 would like to use this opportunity to submit those which I believe 
to be most important to this Subcommittee for its consideration. 

First, it is important to distinguish between research and treatment for 
persons with severe mental illnesses. Due to the inadequacies of many 
treatment systems and pervasive discrimination in health insurance coverage 
of severe mental illnesses, many individuals with schizophrenia, manic- 
depressive illness and other serious brain disorders do not have access to 
treatments which could benefit them. Most of these individuals are reliant 
on underfunded public mental health systems for their care and treatment. 
Most are Medicaid recipients, due to their extreme poverty and disability. 
Because of the failures of public pental health systems, many individuals 
with severe mental illnesses must ton to research protocols for access to 
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promising new medications. Consequently, the boundary lines between 
clinical treatment and research have been somewhat blurred. 

Nevertheless, there are significant distinctions between clinical treatment and 
research. While clinical treatment programs are designed solely to benefit 
individuals who participate in them, this is fiequently not the case with 
research. Some research protocols are designed to produce basic 
information about characteristics or patterns of specific brain disorders, with 
no expectation that the research will yield specific benefits for individuals 
who participate in these protocols. Other protocols are designed to assess 
the progression and course of specific disorders, without focus on treatments 
to alleviate the symptoms of these disorders. For example, the UCLA study 
in question involved a relapse protocol: research subjects were withdrawn 
from their medications specifically to study relapse patterns. 

Even research protocols which are designed to study potentially beneficial 
treatments of severe mental illnesses may not prove beneficial to individual 
participants. Many new medication protocols are designed as placebo 
controlled studies, i.e. some participants are administered the medication 
being studied and some are administered placebo. In studies of this nature, 
there is no guarantee that individual participants will ever be administered 
'he new medication under study. 

Finally, biomedical research on the causes and treatments of severe mental 
illnesses involve varying deg-ees of risk for individual participants. Some 
protocols involve tniniinal risks to individual participants, e.g. studies which 
involve no more than a blood test, whereas other protocols involve risks 
which are potentially quite significant, e.g. early trials of new medications 
with unknown potential benefits or side effects. 

These multiple factors, i.e. the cognitive impairments of individuals who 
participate as humm subjects in psychiatric research, the unknown clinical 
benefits of such research, and the potential risks of research together 
mitigate strongly in favor of the need for comprehensive, strengthened 
procedures for protecting the best interests of these vulnerable individuals. 
The remainder of my presentation will focus on certain steps which can be 
taken, in accordance with NAMI’s policies, to improve these protections, 

(1) National standards to govern voluntary consent comprehensive 
exehanre of information, and related prnteetinns nf persons with 
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cognitive impairments who hecnme research suhiects must he develoned 
and they must include the interests of persons who become human 
suhjects. families, and other caregivers . 

Two national Commissions - The National Commission for the Protection of 
Human Subjects of Biomedical and Behavioral Research (1979) and the 
President’s Commission for the Study of Ethical Problems in Medicine and 
Biomedical and Behavioral Research (1981) identified persons with mental 
illnesses as a particularly vulnerable group and therefore recommended 
special protections for these individuals in future Federal regulations 
governing biomedical research.' Despite this, the Federal Regulations 
which were adopted did not include persons with severe mental illnesses 
among the vulnerable populations listed as needing special protections. 

These regulations set forth specific elements required for the provision of 
informed consent for all research involving greater than minimal risks for 
individual subjects." However, these regulations are silent concerning 
special factors which must be considered concerning the provision of 
information about specific research and the process of obtaining fully 
informed consent from individuals who have cognitive impairments. 

For example, the capacity of an individual with a cognitive impairment may 
fluctuate over periods of time. While an individual may be capable of 
comprehending the nature of a specific research protocol at the beginning of 
the process (the time when informed consent is typically provided), his/her 
capacity to comprehend may be impaired at some point during the research 
process. Nevertheless, the regulations do not address the importance of the 
ongoing provision of information to the research subject throughout the 
research process (which, in the case of some protocols, may be rather 
lengthy). 

Similarly, the regulations do not address the importance of providing 
information to family members or others who function as caregivers in the 
lives of persons with cognitive impairments. There is a presumption implicit 
in the regulations that if an individual does not have a legal guardian or 
representative, there is no obligation to communicate information about the 
research to anyone other than the individual, including members of his/her 
family. Finally, the regulations do not provide guidance concerning 
surrogate consent and other procedures which should he utilized when 
individuals are determined to lack capacity to provide informed consent. 
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Scientists involved in research on Alzheimer’s Disease and other 
neurological disorders impacting primarily on senior citizens have done 
important work in developing mechanisms for (a) considering when 
surrogate consent may be appropriate in biomedical research, and (b) 
determining who may appropriately provide surrogate consent in specific 
types of biomedical research. These guidelines have been incorporated, in 
part, into draft legislation in Maryland addressing informed consent and 
other protections for decisionally incapacitated subjects in research. 

They may serve as a valuable tool for scientists, bioethicists, and advocates 
concerned about developing similar procedures governing research on 
persons with severe mental illnesses. 

The lack of guidance specific to research on subjects with cognitive 
impairments speaks to the need to develop general, national standards 
governing research of this nature. Since the National Institute of Mental 
Health (NIMH) funds more than 75% of all biomedical research on severe 
mental illness, NAMI believes that it should take the lead, in concert with 
other federal agencies fimding research conducted on individuals with 
cognitive impairments, to promulgate such standards. Persons with severe 
mental illnesses, family members, and other stakeholders should be 
integrally involved in this process. NAMI is pleased that NIMH Director 
Steven Hyman, M.D., has begun such a process. 

The development of national standards governing research on individuals 
with cognitive impairments must emphasize that informed consent is an 
ongoing process and that individual research subjects should be provided 
with comprehensive information, orally and in writing, throughout the 
research process. This should include information about the purposes and 
scale of the research, the objectives of the research, the likely research 
process, the potential benefits and risks of the research, and treatment 
options available to the research subject, in lieu of research. Specific 
information should also be provided about the role and functions of the 
Institutional Review Board (IRB) and who to contact in the event that the 
research subject or his/her family have questions or concerns about the 
research, NAMI believes that the development of model policies and 
practices would be extremely useful to IRBs and the research community. 

(2) Research particinants should he carefully evaluated before and 
throughout the research for their capacity to comprehend information 
and their capacity to consent to continued oarticipatlon in the research. 
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The determination of competence shall he made bv someone other than 
the principal investigator or others involved in the research. Except for 
research protocols approved bv the Tnstitnlional Review Board (IRB) as 
minimal risk, whenever it is determined that the subject is not able to 
continue to provide consent, consent tn continued participation shall be 
sought from families or others legally entrusted to act in the 
participant’s best interests . 

There are three important principals embedded in this policy. First, since 
persons suffering from severe mental illnesses such as schizophrenia 
frequently experience fluctuations in decisional capacity, the capacity of all 
individuals with these disorders who participate as human subjects in 
research should be monitored on an ongoing basis. Research on those 
persons most impaired by severe mental illnesses is critical, as these brain 
disorders are often devastating. But research of this type must be conducted 
with special attention to the cognitive impairments which characterize these 
diseases. 

Second, if questions arise concerning an individual’s capacity to provide 
initial or ongoing informed consent, an immediate, thorough assessment of 
capacity should occur. Since the ability of the principal investigator or 
his/her staff to conduct objective assessments may be compromised, the 
assessment should be conducted by a qualified individual who is not directly 
involved in the research. 

Finally, if it is determined that an individual lacks decisional capacity, 
substitute consent should be sought. Unless there are indications to the 
contrary, fainily members should be asked to provide substitute consent. If 
no family members are willing or able to function in this capacity, substitute 
consent should be permitted only from one who has been legally entrusted to 
function in this capacity, e.g. an individual assigned durable power of 
attorney pursuant to a properly executed advance directive or an alternative 
legal mechanism for assigning a proxy. 

(3) Tnsritiitinnal Review Boards that regularly review research 
proposals for severe mental illnesses must include consumers and family 
members who have direct and personal experience with these brain 
disorders . 
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At many universities and research facilities, one Institutional Review Board 
(IRB) has re^onsibility for reviewing and approving all research conducted 
at these facilities. There are no assurances that anyone serving on these 
IRBs has specific knowledge about severe mental illnesses or research 
conducted on these illnesses. 

NAMI strongly believes that all IRBs approving research on severe mental 
illnesses must include (a) at least one person, and preferably more, with 
knowledge of severe mental illnesses, and (b) a person with a severe mental 
illness or a family member of someone with an illness. If this is not 
possible, then IRBs considering research protocols on severe mental illnesses 
should be required to consult with individuals who have direct experience 
with these illnesses before approving a specific protocol. 

Additionally, IRBs approving research on individuals with severe mental 
illnesses must recave specialized traitiing about these disorders and issues 
pertinent to the participation of individuals with these disorders in research 
protocols. Persons with severe mental illnesses and their families should be 
involved in designing and conducting this training. 

(4) Investigators must ensure that individuals who partkipate in 
research as outpatients are linked to app ro priate care, treatment and 
snnnorts for the entire duration of the research protocol. 

Today, most biomedical research on severe mental illnesses is conducted on 
an outpatient basis. Individuals with these illnesses who participate in 
research may be particularly vulnerable to relapse or decompensation due to 
exacerbation of their-psychiatric symptoms. This is especially, but not 
uniquely true, when the protocol involves “drug washouts” (i.e. withdrawal 
from psychotropic medications). 

The potential implications of relapse or decompensation can be devastating 
for individuals with severe mental illnesses and their families. These 
consequences can include broken relationships, loss of housing and supports, 
homelessness, petty crimes, victimization, violence, or arrest and 
incarceration. Consequently, researchers have an important ethical and 
moral obligation to ensure that all vulnerable research participants are linked 
to treatment which can be accessed on a timely basis for as long as needed. 
Since families are generally the first to recognize signs of relapse, 
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investigators and their staff must also be prepared to respond to family 
questions and concerns on a timely and appropriate basis. 

5. All participants in research protocols involving the assessment of 
new medications must he provided with opportunities bv the 
investigator for a trial on the medication being studied, so long as other 
research on the new medication has demonstrated potential safety and 
efficacy. 

Many research protocols evaluating the efficacy and safety of experimental 
medications for the treatment of severe mental illnesses are designed as 
placebo controlled studies. These studies typically include one group of 
subjects who receive the experimental treatment and one group of subjects 
who are administered placebo. In these studies, researchers are precluded 
from informing subjects of the group they are in. Consequently, individuals 
in critical need of treatment may think that they are receiving an 
experimental treatment, when in fact they are being administered a placebo. 

NAMI has serious questions about whether plaeebo controlled studies are 
still necessary in this era. We believe that it is important to address whether 
standard therapies can be used as the comparison drug. We believe that the 
Food and Drug Administration (FDA), the National Institute of Mental 
Health (NIMH) and other involved federal agencies be urged to evaluate the 
need for this approach and to report back to the Subcommittee on a timely 
basis. 

Additionally, NAMI strongly believes that all individuals participating in 
protocols involving the evaluation of experimental medications should be 
afforded the opportunity for a trial on the experimental treatment. 

Therefore, if individuals receive placebo as part of the study design, they 
should receive a trial on the new medication following completion of the 
placebo phase. 

(6) All individiials who have benefited from the administration of 
exnerimental medications in research should be provided with continual 
access in the medication hv the investigator without cost until a source 
of third-nartv payment is found . 

Recently, I received a call from an old friend who suffers from 
schizophrenia. She informed me that after two successful years on an 
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experimental medication for schizophrenia, she had been taken off the 
medication because the drug company fimding the research would no loni^r 
pay for her to receive the medication. Consequently, she is now desperately 
searching for a new protocol which she can participate in to receive fee 
medication rmtil it is approved by the FDA. 

Unfortunately, sad stories like these are all too common for persons with 
severe mental illnesses. While drug companies frequently try to make 
experimental medications available free of charge to people who have 
successfully completed trials for fixed periods of time, fee time limits 
established by these companies, coupled wife the lengthy dmg approval 
process, result in many people suffering relapses after being terminated from 
these drugs for lack of funding. 

In view of the sacrifices made by people who voluntarily participate in trials 
of experimental medications, NAMI believes feat all individuals should have 
continuing access to medications they have benefited from until alternative 
sources of funding are found. This, we believe, would be reasonable 
compensation for the contributions made by individuals who participate as 
human subjects in research. 

rnnelnsion 


NAMI supports the critical need for biomedical research on severe mental 
illnesses. I know first hand the benefits of such research. My daughter and 
other family members have participated in and benefited from NIMH funded 
research on new medications. NAMI is eager to play a role in strengthening 
protections of hrnnan subjects and ensuring ongoing improvements in 
research on severe mental illnesses through open dialogue with the scientific 
community. As the ultimate beneficiaries of research on brain disorders, 
NAMI members appreciate the interests of this Committee on these 
important issues. 

The complete NAMI policies are attached as an appendix to our written 
testimony. I look forward to any questions you may have. 


’ National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research, 
“The Belmont Report”, April 18, 1979; President’s Cornraission for the Study of Ethical Problems in 
Medicine and Biom^cal and Behavioral Research, “Protecting Human Sufajecte”, Ctec. 1981 . 

“ 45C.F.R.46.1I6 
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Policies on strengthened standards tor protection of Individuals with severe 
mental Illnesses who participate as human sublects In research. 

(Adopted by the NAMI Board of Directors, 2/4/95) 

1 . NAMI accepts the critical necessity for research using human subjects, 

acknowledges the Important contribiriion of persons who become 
human subjects, and affirms that all such r^earch should be 
conducted in accordance with the highest medical, ethical and 
scientific standards. 


2. National standards to govern voluntary consent, compr^enslve 
exchange of information, and related protections of persons with 
cognitive impairments who become research subjects must be 
developed, in which the interests of persons who become human 
subjects, families and other caregivers are included. 


3(A]. Participants In research and their involved family members must be 
fully and continuously informed, orally and in writing, about all 
aspects of the research throughout the process. Research 
investigators must provide information in a clear, accessible manner 
to ensure that participants and th^r involved families fully understand 
the nature, risks and benefits of the research. 


3(B). The consent protocol must provide information which is clear and 
understandable on an individual basis for each participant and their 
family members. The consent protocol must provide information on the 
purposes and scale of the research, what is hoped to be learned and 
prospects for success, potential benefits and potential risks to the 
individual (Including options for treatment other than participation in 
research, since research is not the same as treatment). The consent 
protocol should also contain Information concerning the function of the 
Institutional Review Board (IRB), the identity of the IRB Administrator, 
the address and telephone number of the IRB administrator and other 
information, as appropriate. 
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3(C). Whenever consent Is given by someone other than the research 
participant, the participant and involved family members must receive 
information on the same basis as the person actually giving consent. 


4. Research participants should be carefully evaluated before and 
throughout the research for their capacity to comprehend information 
and their capacity to consent to continued participation in the research. 
The determination of competence shall be made by someone other 
than the principal investigator or others involved In the research. 
Except for research protocols approved by the Institutional Review 
Board (IRB) as minimal risk, whenever it is determined that the subject 
is not able to continue to provide consent, consent to continue 
participation in the research shall be sought from families or others 
legally entrusted to act In the participant’s best interests. 


S. Institutional Review Boards which regularly review research proposals 
on severe mental illnesses must include consumers and family 
members who have direct and personal experience with severe mental 
illness. 


6. Members of IRBs approving research on individuals with severe mental 

illness must receive specialized training about mental illness and other 
cognitive impairments and the needs of individuals who experience 
these disorders. Persons with severe mental illness and membeis of 
their families must be integrally involved in the development, protdsion 
and evaluation of this training. 


7. Without penalty, a research participant is free to withdraw consent at 
any time, with or without a stated reason. Any time a participant 
terminates parUcIpation, regardless of reason, investtgators will make 
every effort to ensure that linkgages to appropriate services occurs, 
with followup to assist that participant to establish contact with 
appropriate service providers and/or care-givers. If a participant 
disappears or terminates their continued cor^ent, the investigator shall 
contact his/her family or others designated to receive notification and 
information. 
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8. When participation by an individuai in a research protocoi is 
compieted, participants and/or their families are entitled to be informed 
of results as soon as this information is available, to have the 
opportunity to receive feedback concerning their individual 
participation In the protocol, to critique the protocol, and to provide 
input concerning possible additional research. 


9. All participants in research protocols Involving the assessment of new 
medications will be provided with opportunities by the investigator for 
a trial on the medication being studied, so long as other research on 
the new medication has demonstrated potential safety and efficacy. 


10. All individuals who have benefitted from the administration of 
experimental medications in research will be provided continual access 
to the medication by the investigator without cost until a source of 
third party payment is found. 


3 



210 


Mr. Shays. Thank you, Ms. Flynn. I’m sorry we’ve been pushing 
you a bit. Dr. Lurie, we’ll be able to come back. And then you can 
tell us about Africa. And then we’ll start our questioning. We have 
two votes, and we’ll be back after that. 

[Recess.] 

Mr. Shays. The subcommittee will come to order. Dr. Lurie. 

Dr. Lurie. Yes. Thank you very much. I just want to talk briefly 
about the Africa, Asia, Caribbean vertical transmission studies. To 
start off by just making very clear 

Mr. Shays. Let me just — I’m sorry. First, some of you need to be 
on your way by when? 

Mr. Caplan. Twenty of. 

Mr. Shays. Twenty of? OK. 

Mr. Caplan. But I have a substitute behind me. 

Ms. Flynn. I do, too. 

Mr. Shays. Well, you know what. I’m not going to have sub- 
stitutes. We’ll just deal. You can stay later? 

Dr. Lurie. Excuse me? 

Mr. Shays. You can stay later? 

Dr. Lurie. I can. 

Mr. Shays. OK. Why don’t we just deal with the issue, then, that 
I’m finding absolutely fascinating. The local institutional review 
boards are licensed by whom? 

Dr. WiLFOND. The institutional review boards usually will have 
to file what is called a multiple project assurance with the OPRR 
at universities or hospitals. 

Mr. Shays. What happens if the OPRR isn’t involved? 

Dr. WiLFOND. Well, generally for any sort of large institution like 
a university it will be. 

Mr. Shays. No, no. You’ve already told me under two cir- 
cumstances where there’s basically no review. 

Dr. WiLFOND. Correct. 

Mr. Shays. Yes. 

Mr. Caplan. The OPRR is not always involved. 

Mr. Shays. They’re only involved if Federal dollars are involved. 

Mr. Caplan. Or IRBs if there is a new medical innovation that 
doesn’t involve a drug or device that — the FDA is triggered there. 
And it has to be, I might add, for interstate commerce. If it’s a new 
innovation in surgery, rehabilitation medicine, nursing, where 
there’s no drug or device, there is no necessity of IRB review or 
OPRR connection or any review at all unless there is some com- 
mercial purpose involved and unless this work is being done at an 
institution that is getting NIH money for other purposes. So if it’s 
privately funded within the State, no commercial purpose — a good 
example, by the way, Mr. Congressman, would be the Baby Fay ba- 
boon transplant. That looks pretty experimental — technically did 
not have to be reviewed by an IRB. It was privately funded, not 
done for a commercial purpose. 

Mr. Shays. Now, these IRBs are commercial or not commercial? 
I’m not clear on that issue. At bottom line first, they don’t have to 
be licensed? 

Mr. Caplan. No. 

Mr. Shays. Unless they might have to be reviewed if they are in- 
volved with the Institutes of Health. 
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Mr. Caplan. Correct. And they have regulations pertaining to 
their composition from the Code of Federal Regulations that re- 
quire, I think, a minimum of five people, one lay person to he in- 
volved — and that lay person represents the community, although 
the community 

Mr. Shays. Do they have to register with some national board? 

Mr. Caplan. The NIH, basically. 

Dr. WiLFOND. Or the FDA. So for example, these for-profit IRBs 
are almost exclusively 

Mr. Shays. Do they register with one or the other or both? 

Dr. WiLFOND. They could do both. 

Mr. Shays. Do we know how many there are out there? 

Mr. Caplan. No, we do not. 

Ms. Flynn. No. 

Mr. Shays. This is getting a little silly. 

Mr. Caplan. No, we do not. 

Ms. Flynn. It’s very unregulated. 

Mr. Caplan. And the definition of community member could be 
a community member in which the research is being conducted or 
10 States away. 

Mr. Shays. Dr. Lurie, do you want to comment on this? 

Dr. Lurie. No. I think just to make a point that the IRBs have 
too much “I” and not enough “R.” I mean, there’s too many people 
from the institutions themselves and reviews that are occurring, 
are occurring much too quickly. I mean, these people are spending 
1, 2 minutes on a proposal many times. But I think that, as point- 
ed out, the financial incentives here are very powerful. And I do 
think there’s a role for some regulation of this. 

Mr. Shays. OK. Explain to me the whole concept of commercial 
IRBs. 

Dr. WiLFOND. Maybe I could try this again a little more carefully. 

Mr. Shays. Yes. 

Dr. WiLFOND. I think Peter is right, that even within institutions 
like universities, there may be some conflicts of interest. But the 
point is that if a person is in private practice, they don’t belong to 
any institution, the FDA still requires a review by an IRB. So 
where that IRB comes from is usually somebody who has set up 
their own IRB, files their own forms with the FDA, calls them- 
selves an IRB, and then receives money from the investigators who 
want them to review their projects. 

Mr. Shays. Are those what are referred to as commercial IRBs? 

Dr. WiLFOND. Yes. 

Mr. Shays. OK. What is a non-commercial IRB? 

Dr. WiLFOND. A non-commercial IRB would be an IRB from an 
institution like a university or a hospital that would be reviewing 
all the projects within there. They would also have their own con- 
flicts, but they won’t be as egregious potentially. 

Mr. Caplan. It’s important to point out, too, about the institu- 
tionally based, which is university and hospital 99 percent of the 
time, IRBs — that they don’t get paid and don’t receive any money. 

Ms. Flynn. They’re volunteers. 

Mr. Caplan. They are volunteers who then work as overhead — 
that’s where those overhead fees that the NIH charges and puts 
onto its grant. So there’s no payment. And what you’ve got is some 
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very hard — I don’t want to just beat up on the IRB members — 
you’ve got some very hardworking volunteers who are asked to 
carry a ball that in the commercial sector they would be paid fairly 
well for. 

Mr. Shays. Any questions? Again, Dr. Caplan, you need to leave 
in about 7 minutes. Dr. Wilfond, you need to leave when? 

Dr. Wilfond. I don’t leave until 5 o’clock. 

Ms. Flynn. As soon as possible. 

Mr. Shays. As soon as possible? OK. 

Ms. Flynn. Yes, sir. Thank you. 

Mr. Shays. Do you have any comment you want to make before, 
and I’ll just let you get on your way? 

Ms. Flynn. Beyond the comments that I was making in my 
statement in the record, I just want to reinforce the concerns that 
are being expressed about the IRB procedures. I think the IRB is 
the crux of protecting human subjects. And it is enormously vari- 
able across the country. And I think we have been very slow to rec- 
ognize the training needs at IRBs, to recognize the potential impor- 
tance of looking at community participation as more than just fel- 
low physicians in the same hospital or fellow members of the same 
research community. 

And that some of the issues we’re hearing about commercial 
IRBs are particularly important. Because to the degree that you 
can buy approval — or the appearance is there, that you can buy ap- 
proval — to that degree is public trust in the IRB process tremen- 
dously diminished. So I appreciate the chairman’s raising these 
subjects and the time and attention that has been devoted to it is 
not beyond what is needed. And I think we’ve just begun a dialog 
that I hope will continue. 

Mr. Shays. I thank you. And I do recognize that we have kept 
this panel extraordinary late. I apologize. And we’ve had lots of 
interruptions. We would have been out hours ago without the inter- 
ruptions. So I do apologize. Ms. Flynn wants to get on her way. 
Should we let her get on her way? 

Mr. Towns. You can put it in writing to me. 

Mr. Shays. Sure. 

Mr. Towns. You made a comment earlier that I’m very concerned 
about in terms of mental patients, in terms of the competency, in 
terms of privacy and all that. And I would like for you to sort of 
give us something in writing as to what you think we might be able 
to do to protect them. For instance, especially with the medication 
that they’re getting. If it’s helping them, and all of a sudden the 
medication disappears — and I guess sometimes it’s probably the 
cost factor as the reason why they are not able to get it. So I would 
like for you to give us some suggestions. Because I think some of 
these things are going to require legislation. 

Ms. Flynn. I appreciate that, sir, and would be glad to provide 
you with some concrete and specific suggestions in writing. 

Mr. Towns. Right. Thank you. 

[The information referred to follows:] 
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©NAML 

July 6, 1997 


The Honorable Edolphus Towns 
2232 Rayburn House Office Building 
Washington, DC 20515 


Dear Representative Towns: 


At the May 8, 1997 hearing, “Oversight of the NIH and FDA; Bioethics and the 
Adequacy of Informed Consent,” you made the following request during my testimony: 

Please describe the ways to protect mentally ill research participants in terms of 
informed consent and how to maintain a healthy climate in understanding the 
nature, risks and benefits of the research in which they are involved. 

I greatly appreciate this opportunity to supplement the written and oral testimony I 
provided to the Subcommittee. My written response to your request follows. 

(1). Research participants with severe mental illnesses should be fully and 

continually informed, to the maximum extent possible, about the potential 
risks and benefits of the research^ and their continuing desire to participate 
in the research should be evaluated and strongly considered throu 2 hout the 
research process . 

Brain disorders such as schizophrenia, manic-depressive illness, major depression, 
obsessive-compulsive disorder and panic disorder are frequently episodic in nature and 
fluctuate in terms of severity and duration of symptoms over time and from person to 
person. Hence, individuals who suffer from these disorders may experience lengthy 
periods during which they are perfectly capable of understanding the nature of research 
and providing informed consent to their participation in research, followed by periods 
during which their symptoms are exacerbated and they are incapable of such 
comprehension or consent. These fluctuations may particularly occur during research on 
experimental drugs. Consequently, it is critically important that the researchers 
recognize and take steps to ensure that individual research participants are provided with 
information about research they are participating in on a continual basis throughout the 
protocol. Moreover, informed consent should be viewed not as one-time phenomena but 
as a process that should continue throughout the protocol, and particularly during periods 
of change in the protocol or in the condition of the individual research participant. 


National Alliance for the Mentally III 

200 N. Glebe Rd.. Sum: :015 • ArunctTon. VA 22203-3754 
703-524-7600 • FAX 703-524-9094 
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The severity of psychiatric symptoms may render individuals unable to fully comprehend 
the nature of research or to provide informed consent at certain stages of research 
protocols. In these instances, the following mechanisms for protecting the well being of 
individual research participants should be considered. These mechanisms should 
particularly be considered for research that is potentially risky for those who participate, 
or research which is potentially of limited direct benefit to those who participate. 

• Ask the research participant to identify a family member or someone else he/she 
trusts to assume responsibility for protecting his/her well being in the event of 
incapacity during the course of the research protocol. This is particularly 
important when the research is considered to be ‘‘‘greater than minimal risk.” 

Legal mechanisms such as advance directives and assigning health care proxies are 
becoming increasingly important in the clinical provision of health care services. We 
recognize that these mechanisms are currently less frequently used in the context of 
research. However, even if a formal advance directive is not possible, researchers should 
strive to identify, with the research participant, family members or others concerned and 
capable of monitoring and protecting the well being of the participant in the event of 
incapacity. When such individuals are identified, the researcher should assume 
responsibility for keeping them informed about the nature of the research and the health 
status and well being of fee participant throughout the protocol. 

« Assign an individual not directly involved in the research to function as a 

research monitor, with specific responsibility for monitoring and protecting the 
well being of research participants with severe mental illnesses or other cognitive 
impairments. 

Institutional Review Boards (IRBs) have primary responsibility for overseeing research 
and ensuring that research protocols are conducted in an ethical manner, with adequate 
protections for vulnerable research subjects. However, since II^Bs are not involved in 
research on a day to day basis, they may not always be capable of adequately carrying out 
these responsibilities. One way to address this is to assign an IRB member, or someone 
outside the IRB but wife responsibility for reporting to the IRB, to function as a research 
monitor. This person would function as an ombudsperson or liaison between the IRB 
and individual research participants, and would be particularly called upon when 
questions arise concerning capacity of individual research participants, when there are no 
family members or others assigned or available to function as surrogate decision makem. 
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• Pay close attention to verbal or non-verbal signs or cues that indicate the desire 
of individuals to continue or discontinue their participation in research 
protocols. Research participants with severe mental illnesses may be capable of 
indicating assent to their continuing participation, even when they are incapable 
of providing informed consent 

Too often, the determination that an individual is incapable of providing informed 
consent results in the complete disregard of that individual as a viable participant in the 
research decision-making process. In fact, many individuals may be capable of 
demonstrating their wishes and concerns verbally or non-verbally, even when they are in 
extreme psychiatric distress. Family members and others close to these individuals may 
be particularly capable of ascertaining their ivishes. Hence, researchers surrogate 
decision-makers, and others entrusted with monitoring the well being of research 
participants should be strongly encouraged to continually communicate with individual 
research participants and to pay close attention to attempts by these individuals to 
communicate their desires concerning research participation. 

• The assessment of an individual’s capacity to provide informed consent to 
participation in research should be carried out by someone other than the 
principal researcher or those directly involved in the research. 

Although most researchers are concerned about the well-being and best interests of those 
who participate as research subjects, their ability to objectively assess the capacity of 
subjects to provide informed consent may be compromised by their interests in ensuring 
that the research proceeds in a manner as free of complications as possible. Hence, we 
strongly recommend that capacity assessments be performed by qualified individuals who 
do not have a stake in the outcomes of the rese^ch and can therefore cany out these 
responsibilities in as objective and unbiased a manner as possible. 

(2). Research participants should be closely linked to apDropriate clinical care 
during their participation in research and, when appropriate, after their 
termination from the research protocol. 

As discussed in our written and oral testimony, research on new medications and other 
types of research in the field of psychiatry is cuirently often conducted on an outpatient 
basis. It is far more difficult to monitor die daily progress of individuals on an outpatient 
basis than on an inpatient basis. Hence, researchers must be particularly vigilant to 
monitor the clinical well being of individual participants, including signs of relapse, 
throughout research protocols. We recommend the following steps for consideration. 
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• Develop systems for moBltoring the cilnicai well being of isdiyidual research 
participants. These systems should include mechanisms for responding to crisis 
situations or mdividiiaN m eJialcal distress on a 24-lioQr basis. Strict attention 
should be given to con^ms express^ by family members or others involved in 
the lives of the research participants on a daily basis. 

Many research protocols evaluating potential new medications for the treatment of brain 
disorders such as schizophrenia require individuals to be withdravm or “washed out” 
flom the medicatioiK they previously took. During these periods, individuals may be 
particularly vulnerable to rel^se. Researchers must adopt clinical mechanisms for 
responding quickly and effectively to individuals in psychiatric crisis. The responsibility 
of r^earchers extends beyond the research itself to maintaining the ciinicai well being of 
individual research participants. 

• Researdters must assume r^oosiblllty for Imking r^earch participants to 
appropriate ciinicai care after research protocols terminate particuterly when 
individuais termiaate their participation prematurely or in a stete of clinical 
vulnerablli^. 

During periods of crisis or exacerbation of symptoms, individuals with severe mental 
ilin^s^ sometimes deny their need for psychi^ric treatment or t^minate their 
participation in treatment. Although re^arch is not the same as clinical care, individuals 
may refiise to continue their participation in research or stop meeting the criteria for 
continued participation during periods of relap^. At fliese times, these individuals are 
particularly vulnerable to the most devastating manifestations of severe, untreated mental 
illnesses, including homelessness, involvanent with criminal justice systems or even 
suicide. Researchers must be aware of these potential consequences and should take 
whatever steps are necessary to link individuals with appropriate care after they terrainate 
from research protocols. 

• Individuals with severe mental illnesses who participate in studies of potentially 
effective new experimental drugs should have access to trials on those 
medications even if they are assi^ed to grenps that are given placebo or non- 
experimental drugs. 

• Research participants who respond favorably to experlmealal drags shouM be 
given continuing access to those drags even after their participation in the 
research protocols is completed. 

InsuraiKe companies and public programs such as Medicaid typically do not pay for 
experimental drugs. Therefore, there are no assurances that individuals who ^pond 
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favorably to experimental drugs in research protocols will be afforded continuing access 
to these medications. We strongly believe that individuals who demonstrate the courage 
and commitment to participate as research subjects should be given continuing access to 
beneficial medications until these medications are approved for third party 
reimbursement. 

(3). Institutional Review Boards (IRBs^ evaluating research protocols on severe 
mental illnesses should be knowledgeable about these disorders and the needs of 
people who suffer from them. Additionally. IRBs should be significantly comprised 
of representatives who are not professionally affiliated with the research institution 
conducting the studies under review . 

As stated above, IRBs have primary responsibility for evaluating research protocols and 
monitoring the well being of those who participate as human subjects in these protocols. 
It is not clear that IRBs have always been able to function with the degree of 
independence and expertise necessary to carry out these roles. Consequently, we 
recommend the following steps. 

• IRBs evaluating research protocols on severe mental Ulnesses must include 
consumers, family members, and odiers knowledgeable about these disorders 
and their impact on those who suffer from them. IRBs should also include 
adequate multicultural and ethnic representation, including representatives of 
ethnic or cultural groups prominently included as research subjects. 

• Members of IRBs evaluating and monitoring research on severe mental illnesses 
must receive training about these disorders and their impact on those who suffer 
from them. Whenever possible, persons with severe mental illnesses and their 
families should be included in the design and implementation of this training. 

Once again, in bdialf of NAMI, I greatly appreciate the opportunity to offer additional 
information to flie Subcommittee. Please do not hesitate to contact me with any 
questions or if I can be of further assistance. 


SiMerely, 

Laurie M. Flynn 0 
Executive Director 
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Mr. Shays. And if the gentleman will yield. Dr. Caplan, we do 
need on the record one question and then you can have someone 
who was sworn in take your place. And we will honor that. The 
question I need to ask you is, in what ways do you feel that the 
FDA’s waiver of informed consent would permit DOD to use PB 
and botulism toxin vaccines on Gulf war troops was ill-advised or 
unethical? 

Mr. Caplan. I think the handling of the waiver with respect to 
the troops was unethical in three ways. First, I think they did not 
demand and insist upon followup, so that people who were exposed 
to these substances who were de facto, acting as subjects or even 
guinea pigs, would know whether or not there were harms or prob- 
lems that arose, which may have happened now in terms of Gulf 
War Syndrome. I’m not sure that’s true. At least they failed in the 
obligation that was owed to followup. They failed in the obligation 
to disclose what was done to these troops. You were asking the 
FDA in the previous panel, were you satisfied that they were in 
compliance with what the agreement was? 

Well, I will say that I think they failed dismally and they have 
not — the Defense Department. Those military agencies did not do 
what they needed to do to, after the fact; inform people when they 
were exposed to innovative or experimental substances. 

The last area of failure is, there’s still been no formulation of a 
policy about what to do with respect to research on our troops. We 
don’t have it today. We didn’t have it 6 years ago. And I find it in- 
credible that we have not had more than an interim rule to guide 
us with respect to research in the military. 

Mr. Shays. And clearly we’ve had enough time. 

Mr. Caplan. I would say we’ve had more than enough time. 

Dr. WiLFOND. Can I just add something? 

Mr. Shays. Sure. 

Dr. WiLFOND. I think it was not convinced this morning that 
they ever gave a clear reason why it was not feasible to have asked 
for consent in the first place. Presumably, if you asked the soldiers, 
you may be exposed to nerve gas, this medication may help you but 
we really don’t know, and we would like to do a project, would you 
like to participate, most would probably say yes. 

Mr. Caplan. We took a lot of testimony at the Presidential Advi- 
sory Committee on this matter. 

Mr. Shays. Yes. 

Mr. Caplan. And it was summed up fairly well by one of our peo- 
ple who came to testify to us who said, if someone is shooting very 
large bullets at you which may be filled with biological weapons, 
the likelihood of you refusing an antidote is zero. So that we could 
assume that most people would, in fact, have taken the opportunity 
to get the best protection possible. 

Mr. Shays. Yes. 

Mr. Caplan. I wouldn’t deny it. But the opportunity to ask was 
there. And even if it was difficult due to the quick mustering up 
of forces, after the fact notification is an absolute — it’s just some- 
thing that has to be done. 

Mr. Shays. Yes. 

Dr. WiLFOND. But my point is that there’s still no — it’s not clear 
that they couldn’t have done it ahead of time either. 
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Mr. Shays. Dr. Caplan, you’ve been terrific to wait so long. Did 
you want to ask him a question before he left? Yes. 

Mr. Towns. Yes. This whole thing about ethical standards, there 
seems to be some disagreement on the meaning of the term. Some 
people think it means having standard operating procedures to re- 
view proposals. And other people think it means that the contents 
of the proposal should be reviewed to determine whether they meet 
some kind of moral standards. Can you tell me what you believe 
the requirements are for ethical standards in reviewing research 
proposals? 

Mr. Caplan. Well, I’ll try to answer that simply. Congressman 
Towns, by saying this. I think the job of the IRB in terms of ethical 
standards is to make sure that comprehensible information is given 
to the person so they can use their values to decide how they want 
to deal with risk and benefit. So the real moral principle that has 
to guide what the IRB is doing with the informed consent forms 
and all the rest of it is, can we make it so that we empower the 
person to be able to make a choice. The problem is that we put a 
lot of weight right now in our review on the front end, what’s on 
paper, what happens at the start. 

And there’s very little in the middle and at the end whereby we 
go back and say, did you understand it, do you think we picked up 
the right issues, are we doing our job as committees, as people try- 
ing to empower you? But the moral principle, I would say is, em- 
power the subject to make a choice. That’s really what the job is 
of these IRBs, public, private, whatever they are supposed to be. 
They are trying to let people make choices according to their best 
values. Not everybody will agree. 

There’s no right answer about when is it too risky, when is it too 
dangerous, is it worth the benefit for me? But you do need informa- 
tion and you do need time and you do need to make sure that the 
person giving you that information is giving you all your choices. 
That’s what those committees have to do. And I don’t think they’re 
doing it as well as they ought to. 

Mr. Towns. Dr. Wilfond, your comment? 

Mr. Shays. Thank you. Dr. Caplan. 

Dr. Wilfond. Well, actually, I would take it a little further 

Mr. Shays. And let me just — excuse me. We will be having join 
us Dr. Jonathan Moreno, who was sworn in, I believe. Is that cor- 
rect? 

Mr. Moreno. I was. 

Mr. Shays. Yes. And welcome. 

Mr. Moreno. Thank you. 

Dr. Wilfond. Yes. I think at least for children the IRBs are ex- 
pected to do much more than just make sure that people have in- 
formation. They are supposed to make some sort of judgment about 
the balance of the benefits and the risks. And the regulations are 
very detailed in terms of the various categories of benefits and 
risks. I think one of the challenges is that for research that is iden- 
tified of being no direct benefit can only be approved if it — and 
these are the exact words — “if it is a minor increase over minimal 
risk.” 

The problem is, it’s not clear what counts as minor increase over 
minimal risk. And many medical journals or ethics journals are 
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spent discussing these issues, of what counts as a minor increase 
over minimal risk. So I think there is really a need to conceptual 
clarity to be improved to allow the IRBs to do this better. 

Mr. Towns. All right. Thank you. 

Dr. Lurie. Yes. Let me add to what Dr. Wilfond is saying. Obvi- 
ously, adequately informing people is critical, but it’s at times not 
sufficient. So as bad as the informed consent form was in the Alas- 
ka study, it couldn’t have made the study ethical. So an unethical 
study is an unethical study. And the IRBs need to stop those from 
proceeding regardless of how good the informed consent form is. 
And the same thing, I believe, is true in the African studies, which 
we’ll get to later. There may indeed be problems with informed con- 
sent. We haven’t looked at all the informed consent forms yet. But 
there is no informed consent form that could satisfy me that these 
studies are ethical. The study is unethical by design. And you can’t 
informed consent your way out of that. 

Mr. Towns. Right. Let me just ask one more question, Mr. Chair- 
man. May I? 

Mr. Shays. Yes. 

Mr. Towns. I’m concerned about when these studies go wrong, 
they seem to be conducted on poor people, minorities in particular, 
and in some instances their children. I wonder if one factor consid- 
ered in the approval process is the economic status of the people 
to be studied. Wouldn’t the economic status have a bearing on nu- 
trition, other factors that could influence the outcome of the study? 

Mr. Moreno. Perhaps I could address that. 

Mr. Towns. Sure. 

Mr. Moreno. Incidentally, I work at the Health Science Center 
at Brooklyn 

Mr. Shays. Yes. Would you 

Mr. Moreno. My name is Jonathan Moreno. I’m a professor of 
bioethics at the Health Science Center at Brooklyn State Univer- 
sity of New York. 

Mr. Shays. OK. 

Mr. Towns. That’s a very important place, Mr. Shays. 

Mr. Shays. It is a very important place. Not the most important, 
but a very important place. 

Mr. Towns. Thank you. 

Mr. Moreno. It’s near Connecticut, at least. We deal with this 
issue all the time at an institution like ours. As you know, we have 
a large minority population and many subjects who don’t have eco- 
nomic means and are vulnerable. The one ethical principle that 
has, I think, been the most difficult to interpret and apply in our 
system that came from the National Commission in the late 1970’s 
is justice. And according to the National Commission, justice in the 
context of the use of human subjects in research means that you 
don’t overburden any population in the society with respect to re- 
search participation, and that you also, importantly, make sure 
that the fruits of research are available across the board, through 
the whole society. 

That’s really very hard to do, partly because when people don’t 
have economic means they may not have the ability to participate 
in research because they are, for example, taking care of older peo- 
ple or younger people, or they don’t have the money to come to the 
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center to be part of a study, or because of the possibility that they 
could get sick from being on a drug, and to be taken off-line from 
work or taking care of those other people, could represent a serious 
practical obstacle to being in a study. 

So there are problems on both ends, I would say. Congressman. 
One problem is that, yes, it’s true that people who are in the posi- 
tion you’ve described may be more vulnerable. At the same time, 
we aren’t very good at recruiting them to research that could ben- 
efit them or could benefit other people in their circumstances. 

Mr. Towns. Yes. Would you like to add anything to that? 

Dr. WiLFOND. It goes — he’s correct. It goes both ways. It’s a prob- 
lem both on the side of recruiting appropriate subjects. And in fact, 
the NIH has really tried over the last few years to try to increase 
the enrollment of minorities and women in studies. I think there 
also is a problem of inappropriate recruitment. One problem that 
I see which I alluded to in my comments has to do with the issue 
of reimbursement for money. We were asked at one point to review 
a study on volunteers. Well, why didn’t they get 8 hours of general 
anesthesia for the cost — for which they would be paid $1,000. And 
we thought that this was potentially risky. And we thought that 
the only people who would be willing to do this would be people 
who really needed that money. 

And so we actually did not approve that study. But for precisely 
that reason, that, as Peter mentioned, it’s not just the risks but 
what will make people do it. And often it’s for the money. 

Dr. Lurie. I think you’re raising a very important point. And let 
me emphasize it by saying that I think your observation is accu- 
rate, that I think the anecdotes that are being brought up today 
illustrate your very point. I mean. I’ve talked about injection drug 
users. I’ve talked about poor people in developing countries. People 
talk about people with mental illness. People in the military whose 
ability to refuse participation is limited. I mean, I think it’s abso- 
lutely consistent with your point. 

Let me illustrate it perhaps by comparison. In the needle ex- 
change study, there was no hepatitis B vaccine, at least in the ini- 
tial phase, planned to be administered in any important way to the 
subjects. And so the idea was to watch people and see whether or 
not they got hepatitis B even though there was a vaccine. Now, 
let’s imagine a study of young infants in which the question was 
did they get tetanus or not, and the researchers just kind of 
watched to see if they did without providing them with tetanus 
vaccine. 

It’s inconceivable. Nobody would have done anything like that. 
But when it’s injection drug users I think somehow there’s an ac- 
ceptance of the poor quality of medical care that often is afforded 
to these people. The same thing is true with regard to the degree 
of evidence that we now seem to require of needle exchange pro- 
grams. There are no randomized controlled trials of whether or not 
condoms work to prevent the transmission of HIV. 

Yet suddenly, primarily for political reasons, people dredge up 
the idea that we need randomized control trials for needle ex- 
change. No one dreams of a randomized control trial of condoms for 
gay men, for example, because as discriminated against as gay 
men, in fact, are in this country, they are still better organized 
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than drug users. So I think both of those points really emphasize 
what you say. And I think in many ways that’s what’s operating 
the African, Asian and Caribbean studies where there is in fact an 
incentive now. 

If we’re saying we only have to provide the standard of care that 
exists in these impoverished countries that can’t afford our over- 
priced drugs, what we’re saying is, there’s really an incentive for 
people to go overseas and find the place with the least medical 
care, and then we can get away with doing nothing. Provide getting 
a bunch of information that may or may not benefit them. And we 
may very well take the results back to our countries ourselves 
where our people will benefit. That is exactly — so I highly endorse 
the concern that you’re raising. 

Mr. Towns. Last question and then I’m going to 

Mr. Shays. No, that’s fine. We want to make sure that. Dr. 
Lurie, that you get to talk about Africa. 

Mr. Towns. Africa. Yes. Maybe this can lead him into it. I have 
this feeling — I’m not certain — but based on the information that 
I’ve received, and reading in terms of the way in many times these 
programs are structured, in terms of research programs are struc- 
tured, that you have a physician in a foreign country doing re- 
search. And he’s so involved and wrapped up in his research, that 
he’s really not paying attention to some of the other symptoms of 
the patient that might give him signs that certain things are hap- 
pening. But they just continue with their research, because, after 
all, that’s what I’m into, my research. 

As a result, in many instances, patients that are lost should not 
be lost. If this patient had a physician that was responsible for the 
medical care while the other person is responsible for the research, 
that it seemed to me that some of the things that occur might not 
occur. Now, am I right in my assumption that this is the structure, 
when I have my patients and I am involved in the research — and, 
of course, you do not have a physician that’s responsible for the 
day-to-day health. 

Dr. Lurie. Well, Dr. Jay Katz — that’s for you. Congressman 
Shays — a nice mention of Connecticut 

Mr. Towns. Right. Yes. 

Dr. Lurie [continuing]. Has the notion of a physician researcher, 
people who have, in fact, these dual responsibilities and should 
really take both of them into account when acting as researchers 
either in this country or in a foreign location. And I think that is 
the way that we need to be thinking about it. Unfortunately, 
there’s been a kind of a specialization of function in which people 
consider themselves to be one or the other, and say, well, that’s not 
my job. I’m doing the research here, somebody else is providing 
clinical care, that’s not my problem. 

So I think that is exactly right. The problem, in fact, becomes, 
as I indicated in my testimony, that sometimes there is, in fact, a 
conflict or an apparent conflict between what the researcher thinks 
that he or she needs and what it is that the people in the trial 
need. Those women who are HIV positive and pregnant and stand 
a 25 percent at least chance of delivering an HIV positive baby, 
they don’t need research. Those women need AZT. 

Mr. Towns. Yes. 
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Dr. Lurie. It works. Not 100 percent, but it works. It works bet- 
ter than most other things we have to prevent HIV in this country. 
It works. That’s what they need. They don’t need more research. 
Yet, somehow what we heard a lot of this morning was the idea 
that yes, it’s true that these women might be placed at risk, but 
there are going to be future benefits. 

And one of the clearest principles that came out of the Nazi ex- 
periments during World War II was the notion that you can’t place 
individuals at risk in the present for potential future benefits, that 
the people in the study have their own integrity, that they have to 
be protected in and of themselves, and that you can’t justify any 
old research simply by saying, well, we’re going to get good infor- 
mation from this and other women like this are going to benefit in 
the future. It may never happen, and it’s a slippery slope to some 
very, very dangerous places. 

Mr. Moreno. Clinical investigators are often called double 
agents in the bioethics literature. 

Mr. Shays. Say that again. 

Mr. Moreno. A double agent problem is the problem that Con- 
gressman Towns alluded to, namely that, “I’ve got a grant and I’m 
doing some research, and I’m also using some patients in the study 
who in a certain sense may assume that I’m primarily concerned 
with their individual care.” And while I may indeed be concerned 
with their well being, I also want to get some data. That’s a prob- 
lem, though, not only on the side of the physician investigator — I 
worked for the President’s Advisory Committee on Human Radi- 
ation Experiments, and we did focus groups with hundreds of peo- 
ple who are in studies. 

We found that even through they were theoretically and 
documentedly informed that this was primarily research, that it 
was not intended to benefit them — and most research is not in- 
tended to benefit the subject — nevertheless, they had a hard time 
integrating that information. It’s very hard to face that when 
you’re sick and you’re looking for an answer. So this is not some- 
thing perhaps too amenable to legislation. It’s human psychology. 
It’s often very difficult for people to accept that they’re making a 
big personal investment of both time and hope. And it may not 
help them. 

We did find that as people went on through the course of their 
disease, they were more willing to accept that their participation 
was not going to help them, but might well help somebody else. We 
also find — I want to point this out — from the point of view of the 
person who is sick and in a study — this work we did for the Advi- 
sory Committee on Human Radiation Experiments — we also found 
that a very important motivation for people to be in studies is that 
they trust the institutions that are sponsoring the studies. 

This is a guy in a white coat who has a lot of knowledge and a 
lot of power and a lot of authority. This is a great institution. Look 
at these buildings. Look at the labs. Look at all the nurses. This 
is an important place in my community — the State University of 
New York. Surely what they’re doing is going to be good for me. 
Trust is a very — what I’m saying is something that you already 
know: trust is a very delicate thing. 
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Mr. Shays. That’s very true, Doctor, and very important to point 
out. Dr. Lurie, how long do you think it will take you to — because 
I do have some follow questions, and we’re going to go to a vote 
soon. But I do want you to deal with Africa. But give me a sense 
of how long it will take you to describe the clinical research? 

Dr. Lurie. I’d say probably 3 minutes. 

Mr. Shays. Let’s do it. 

Dr. Lurie. Let me just emphasize from the beginning that there 
is nothing in the position that we have taken that states that we 
are opposed to randomized, controlled trials. And there’s nothing in 
our statement that says we are opposed to placebo controlled trials 
per se. We are in this particular situation. But not in general. 
We’re also not opposed to international research. What we are op- 
posed to is double standards. And we don’t like a double standard 
where, for example — there are two American studies in which AZT 
is provided, or something similar to AZT is provided to the treat- 
ment groups, yet the minute people go overseas, it’s like they check 
their research ethics at the customs desk. Only 1 out of the 16 
studies that are being done in developing countries provides AZT 
to all treatment groups. That’s a double standard. 

And it is that particular one study that in many cases illustrates 
the inconsistency and lack of coordination that have plagued this 
particular set of studies. How can it be that the National Institutes 
of Health is funding a non-placebo controlled trial of these mother- 
to-infant transmission prevention interventions in the very same 
country that the Centers for Disease Control is conducting a pla- 
cebo controlled trial? 

How can that be? And I think that perhaps the most important 
thing that I heard, at least with regard to the African studies or 
Thai studies, was what Dr. Varmus said this morning, which was, 
when asked that very question by Mr. Kucinich, he responded that 
the placebo controlled trial was “not the only way to achieve re- 
sults.” That’s exactly right. It is not the only way to achieve re- 
sults. And the difference between the method that has been chosen 
by the CDC in Thailand and the NIH and the CDC in other places 
is not the only way to achieve results. 

Unfortunately, one result that it will achieve is that if you add 
together the American and the foreign-funded studies, there will be 
1,500 HIV positive babies in this world which need not happen. 
Even though we have a big research infrastructure that goes in, it 
doesn’t cost that much to provide AZT. In many cases you get it 
free form the drug company. And yet we’re effectively staring those 
women in the eye and saying, no, we need a placebo controlled 
trial. And consequently there are 1,500 HIV positive babies that 
will exist within a couple years from now when they need not. 

The final point I wanted to make was about the IRBs. And we 
heard a lot about how this all went through the IRB in these local 
countries. I think that Dr. Wilfond, Dr. Caplan and others spoke 
very well to the problems of IRBs in this country. 

Mr. Shays. I’m not clear. There are IRBs in other countries just 
like in the United States? 

Dr. Lurie. Well, whether it’s reasonable to call them per se an 
IRB, I’m not exactly sure. I’m sure they are not constituted nec- 
essarily with the kinds of regulations that we have in this country. 
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Mr. Shays. So you’re basically talking about the health min- 
istries of the country? 

Dr. Lurie. In many cases there is some kind of review committee 
that will review this. I mean, myself, I’ve conducted quite a bit of 
research 

Mr. Shays. Is that set up by international agreement. World 
Health 

Dr. Lurie. My understanding is that it’s understood that studies 
like this will be reviewed, but there is not the same kind of de- 
tailed information about who will sit on these things. I don’t be- 
lieve that there is a requirement 

Mr. Shays. Let me just say something. I’m truly exposing my ig- 
norance in this area. But it does blow my mind. I mean, the value 
that someone like I bring to this is, I know nothing. 

Dr. Lurie. Yes. That’s right. 

Mr. Shays. But I come with a clean slate. And there are things 
that just frankly have blown my mind about what I’ve learned 
today. Because I made assumptions. I made assumptions about a 
lot of things that are very different than what I’ve learned. And so 
there will definitely be followup at the urging of my ranking mem- 
ber, as well. This is an issue we’re going to get into with a lot more 
interest than we’ve shown in the past. Why don’t you finish your 
point. 

Dr. Lurie. Well, you know, I think you are exactly the right per- 
son to be making a judgment about these kinds of things. I mean, 
the scientists are themselves too close to the problem. And I think 
that’s a lot of what we heard this morning, that there are people 
standing up and basically defending either their government insti- 
tution or otherwise their university. We’ve heard a lot of that. I 
think it’s the kind of distance that a sort of naive observer like 
yourself has to offer. 

And the common sense thing is no; 1,500 lives that could be 
saved. Why not do it? Why not do it if you can get data that are 
good enough to make decisions, which even Dr. Varmus himself 
says are good enough to make decisions. I think they’re too close. 
I think that’s part of the problem. Anne Marie Finley used the ex- 
pression from a song recently: “blinded by science.” And I think 
that’s part of what the problem is. It’s too much on the science, not 
enough on the broad of social and ethical contexts of things. 

Mr. Shays. OK. 

Dr. Lurie. My final comment with regard to IRBs, then, is, can 
we trust the IRBs overseas? And as somebody, as I said, who has 
done quite a bit of research in Africa and Asia, I’ve used IRBs in 
those countries myself. I have no confidence in the fact that they 
say that my research is OK. It does nothing for me. At least the 
research I have done. I am sure that the research committees, the 
ethics committees established for these studies, are in fact better 
than the ones that I have run my research through. There’s noth- 
ing I can do about that. 

Of course, it runs through an ethics committee in our country, 
as well. But if you take, for example, some FDA inspections from 
the period of 1977 through 1995 published here in the Cleveland 
Plain Dealer, the United States — there were 32 percent of studies 
in these inspections which deviated from protocol. And their inspec- 
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tions of foreign IRBs, there were 54 percent that so deviated. And 
with regard to the keeping of adequate or accurate records, there 
were 27 percent of American IRBs that had inadequate or inac- 
curate records. And in that same period, the percentage in foreign 
countries was 53 percent. 

So there is reason to believe that, for starters, the very same 
pressures so well described by Dr. Wilfond and Dr. Caplan that 
exist in this country exist over there. And seeing as though these 
committees are much newer, they don’t have the same research in- 
frastructure, there are fewer people with formal training in ethics 
than exist in this country, I think it’s reasonable — and the data 
support the idea — that ethical review over there is likely to be poor. 

Mr. Shays. I just have about four more questions. And I can go 
through them fairly quickly. I don’t know if the answers will be 
quick. But it’s Dr. Moreno. 

Mr. Moreno. Moreno. 

Mr. Shays. Moreno. I’m sorry. Dr. Moreno. How is data collection 
and monitoring of animal subjects more extensive than required for 
human subjects? First, is it? And if so 

Mr. Moreno. I think it is. I sat on an animal care and use com- 
mittee in my school a number of years ago. So my memory may not 
be fresh. But as I recall — and I hope other people will correct me 
if I’m wrong — there is annual auditing of animal care and use com- 
mittees. And I believe that they are unannounced. There is at least 
regular auditing of animal care and use committee records. And I 
believe they are unannounced. In the case of human subject review 
committees, I believe that they can take place every several years 
and they are announced. 

Mr. Shays. Well, we will be looking into that. But the bottom 
line is 

Mr. Moreno. The bottom line is there is less regulation for 
human subjects than there is for animals, in that sense, in the 
sense of auditing by a Government body. 

Mr. Shays. OK. Dr. Wilfond, how would a functioning HHS eth- 
ics advisory board provide greater oversight of informed consent in 
the United States? One, should we allow that board to continue to 
just sit there or should we activate it? 

Dr. Wilfond. Well, I think it should be activated. I think there 
are two things that having a functioning board — a permanent 
board could do. One would be, as I alluded to, trying to help over 
time develop some more conceptual clarity about how to resolve 
ethical issues. But I think more importantly it could be a mecha- 
nism for having one singular mechanism of oversight of IRBs and 
make sure that all research goes through those IRBs, make sure 
that those IRBs are at a community level, and make sure that the 
IRBs do ongoing monitoring of the research. And the only way that 
can be done is by having one single agency who is responsible for 
doing all this stuff. 

Mr. Shays. Yes. 

Mr. Moreno. Can I just add to that, also? 

Mr. Shays. Sure. 

Mr. Moreno. There are big philosophical and policy issues 
emerging that local IRBs may not be comfortable in settling. For 
example, the use of AZT in pregnant women, which I dealt with in 
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Brooklyn a few years ago. That also could be subject to an open 
public review that would take some of the moral pressure off the 
local institutions. 

Mr. Shays. Do you have anything to respond to those two ques- 
tions? 

Dr. Lurie. No. 

Mr. Shays. We have a vote. I think what we’re going to do is call 
it quits here. You have definitely encouraged this subcommittee to 
move forward as this is an extraordinary issue. I’ve made assump- 
tions about the local boards and their powers in oversight. I’ve 
made assumptions about what the FDA has done or hasn’t done. 
I’ve made assumptions about the Institutes of Health that are quite 
the same as I thought. And I know everybody is wrestling with this 
issue. But it strikes me that we’ll be able to focus in a little bit 
more. I’ll be able to do some homework in the meantime to make 
sure that we don’t let the first panel get away without asking some 
of them these questions. So with that — do you have anything to 
add, Mr. Towns? 

Mr. Towns. No. I think it was terrific in terms of information 
that they were able to share with us. I really appreciate it. Thank 
you very much. 

Mr. Shays. Yes. I’d just like to thank the staffs on both sides 
who worked close together and have provided very helpful informa- 
tion to prepare us and have gotten us some excellent witnesses. So 
thank you for coming. Do any of you just wish to say something 
before leaving? Is there any one last parting comment you want to 
make? 

Dr. WiLFOND. Actually, I do have one. 

Mr. Shays. Yes? 

Dr. WiLFOND. Since I haven’t really spoken to the issue of the 
studies of the AZT trials I think there’s two points I want to em- 
phasize. 

Mr. Shays. Sure. 

Dr. WiLFOND. One is that Peter is correct that these studies 
could be done using AZT as the control, but it would take more 
time and it would cost more money. So essentially, the ethical 
question is whether or not it’s appropriate to spend that time and 
money. And I think we need to understand that. The second thing 
was a comment that I heard earlier that the reason why those 
studies were justified is because the host countries thought it was 
appropriate. Well, the host country thought that Tuskegee was ap- 
propriate. So the fact that people agree in a country that a study 
should be done it doesn’t make it ethical or unethical itself. 

Mr. Shays. Right. That’s a very good point. 

Dr. WiLFOND. And so, be careful about that. 

Mr. Shays. Very good point. 

Dr. Lurie. If I just may respond to that, about more time or 
money. You know, it is quite unclear that’s necessarily so. It de- 
pends to a certain degree where the short version of AZT falls out, 
whether it turns out to be closer in effectiveness to placebo or clos- 
er in effectiveness to the 076 regimen. So the answer is, it depends. 
And again, as we pointed out earlier, oddly enough, the placebo 
controlled trial that is being done with four arms involved 1,900 
subjects, whereas the only other four arm study which was not pla- 
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cebo-controlled, oddly enough, required less. So I don’t think it’s 
necessarily true. But most importantly, whatever increment in ad- 
ditional money is necessary to make the studies ethical should he 
money that we’re willing to pay. if it costs double the money to do 
the study, as far as I’m concerned, that’s money we need to spend, 
and we cannot afford to be unethical. 

Mr. Shays. No, we can’t. We do have to be very up front with 
the point that everything is an opportunity cost. And I would say 
it’s unethical to spend money on research that may not optimize 
the results. Maybe it’s more ethical to spend money on something 
that will give better results and help more people. There are lots 
of ways to evaluate the concept of money. I want to be very clear. 
I’m not disputing that you should never, whenever money is spent, 
you shouldn’t spend it on research that isn’t ethical and done prop- 
erly. But we make choices in how best to allocate a resource. 

Dr. Lurie. I think it’s a reasonable point. But let’s not forget that 
in this particular case, the choice involves not only money, not only 
time, but actually involves people’s lives, which in many cases in 
some of the other studies that we’ve talked about — as terrible as 
they may be — you could not predict the number of deaths that were 
likely to ensue as the case here. If it costs double the amount of 
money, and 1,500 more babies are alive to see their 7th or 10th 
birthday because we did our studies better. I’d be willing to pay 
that. 

Mr. Shays. I hear you. And I think most would. Any other com- 
ment, or should we call this hearing to a close. I guess it would be, 
again, appropriate to thank you all for your flexibility with all the 
votes we had today. And those of you who have attended and sat 
through this hearing, we thank you for your participation. I was 
thinking as we were going on that with the powers invested in me 
as a chairman some time. I’d like to just invite people from the au- 
dience sometimes after they’ve heard it, you know, at random to 
allow four or five, because I see nodding of head and shaking of 
head. And I’d love to know why you nodded your head or shook 
your head. 

With that, we’ll call this hearing to a close. 

[Whereupon, at 3:10 p.m., the subcommittee was adjourned.] 
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